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(54)Title: CETP ACTIVITY INHIBITORS 

(S4)%ffl<D£ft CETP7£teHl^#J 



(57) Abstract 

CETP activity inhitors containing as the active ingredient 
compounds represented by general formula (I), prodrug 
compounds thereof; pharmaceutically acceptable salts thereof, or 
hydrates or solvates of these, (wherein R represents linear or 
branched alkyl, linear or branched alkenyl, lower haloalkyl, 
optionally substitued cycloalkyl, optionally substituted 
cycloaJkenyl, optionally substituted cycloalkylalkyl, optionally 
substitued aryl or optionally substituted heterocycle; X, , X 2 , X 3 
and X. may be the same or different from each other and each 
represents hydrogen, halogcno, lower alkyl, lower haloalkyl, lower 
alkoxy, cyano, nitro, acyl or aryl; Y represents -CO- or -S0 2 and 
Z represents hydrogen or a mercap to-protective group). The 
compounds represented by general formula (I) are expected to be 
useful as preventives or remedies of a novel type for 
arteriosclerosis or hyperlipemia, since they can selectively inhibit 
the CETP activity to thereby increase HDL and, at the same lime, 
decrease LDL. 
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CETP«*a 

«0^*e,^S^c7)^*Sf5c<£T5i:#^€,nTV>S„ ^Jx.(i\ Badim 
o n£ ( J. Clin. Invest. , 85, 1234-1241 (1990 
) ) laO, HDL (.tittmVXmti) fcVHDL (iBM^Ifl) ££tf 

*fci£^ mi»t"j5t?5eB3©JiSH*eij6-rsgfi, iu*>, cetp 

P-^^y^HsiSffiQ) ©SaEtfqjJfcfrii&ofco CETPli, 1 9 6 5^1; 
Nichols&Sraith (J. Lipid Res., 6, 206, 196 
5) £J:DfflttT*ffl#flE#l8J»£ft, 9 8 7ipt:D r ayna^ti 

DcDNA^D-r>^nfc, * O^^flttfBffiS t L-T 7 4 , OOODa, 
»*S££C1»Brr5i:tt5 8, OOODa^S, cDNAIi, 1 
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/MttfJfiK, *fcltt<bfc«t0 5feffiL^>rv^ CETPliJfffla, VML tyjff 

t H|l«4^^D7 7-^ B'JW1«, JMJfc», /h»±&«W& CaCo 
2«2, JJTSfflflS (^O^JtLTt HM«4l3fe»HepG2») 

$ ti S c i: £ *iT V * 3 o ±3BffUft£l ft t IBIfftttt^MM * (3 L 

HDLCIJ8U tfn#©HDLOTCE (n I/XtD-^x^t^) roM'Xilll 
®^»H ^ © - o T * S p fc » ©fi ^ jhs t i , T /Ti ^ nT t , s o ^ 

Set, CETP^JH©«^t:fctHHDHfini*(SLDL (ffiitiR >J tfSfi) -jfli 
©ffiSSHa-fcttfc, HDLrr»©CE©ifiitf LDL^©«BjJ£^iK^'r5CETPOiE 

i:C3T> JfrRT?£j&£n#&£ftfci8li^DU;ayD--;u (FC) fc£ x 
itffi'JtfBfi (VLDL) (CUSfijjASnao VLDLtfiforp-CiJtfKS 
U ^~fc? (LPL) Y x ) 7 X ) -b K 'J ^— tf ( H T G L) Off ffl t J: 0 

x *Rgitffiy*g& (idl) *«fc8L LDL^^f^^na 0 ldlii l 
DLSs»ft^-LT*4fi«iiia^i:ai»)iA*nim!iaK:Fc*»«te*ns. 
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«SCi»«LfcFCtfHDLtcJ:oT5l*&iPii, SglcLCAT (byf/;3l, 
XfD-^7y;i/h7>77i7-lf) C0{t:/fl{C<i^THDL±Ti^^;Wb^ 
tlTCEifimtftetl. HDL<7)iS|7ktSfe©E|Jttg|J^K:»ffU HDLJ±J*#£DHD 
L«?AMt5. HDLfWCEtt, ^fc^tSCETPti^TVL 
DL-^IDL, LDL^OT^BM^ISa^^ Ciltft»tTGA* 
1 : l©*MtT*HDL's2:i|Ej££ii5« 7*B#ft 'J tfffi&'sfcteiSSftfc C 
Ett. BT-JIIIOLDLS^S^LTlfftttlftrjjiSnsctfcJ:*)^ BII»fl«Jt3 

HDL^^^TOat;lK0iiSn-f^HDL4'©CEcD^^ 
^Wt/ff«Bliat:lROjiSns«gS*,i?airSo JgK. jfflR®ufotf)3HDL£§ 
*&^UTHD L«4^|ff|BIIIS(zlK»)a*ns<8I{S**So 

W*>s CETPrSttol9Jaufc«n8(ciJUTtt N H D L A» 6 © C E texk&tQto 
TZtzftlZ, HDL^OCEtt«^U VLDL, I D L&l>'LD L4>tf)CEfci 
WUQtZZiUZttZo ZLZ, IDL, L D Lomm^<DI& *) &frtfW)ffl+ & t 
LD LU* 7* -c#UT^£>U¥iU-^ 3 lfil*<75L D L#J8 

/JDfSo CintttLT, CETPcD^fS^tz^UTli, HDLtfLCAT CDltfj 

TT-tfEfcatft-fS. LTs 'J 'vf t^^feHDL liffFJI&GO L D L U -fe 

^-*^LTfF«nffit)jisniifb$ns« la»u t hT-tt^feSfgtt+fl- 
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VtiTs CETPfcififttoCM-rscfctJ:?)* KrUffiEfc I D L 
s VLDLMLDL4ffiT?^ flifcltofcLttffl*" -5 H D L %Wto£i£2>z 
T-^h fc&^i&IKflMhE L/ < ttSflglfllfiEC^WiXJiJ&^Kftilttr Set 

Slit M ^ .itf)J:9&CETP ©?5<4ft RUSf 5 £ i: & BA9 t L 

WtH, Biochemical and Biophysical Res 
e a r c h Co mmu n ications 223, 42-47 (1996) 

us. LA»use#e>, rnj^r^mi^^H^b^oD^^g, (2-7^7 
m\±m % ti z *m t s x -5 a mm & ja ?m t & ^ 0 

WO 9 5/0 6 6 2 6^fi&£&, C E T PrSM^flJ t LT* Wie 
d e nd i o 1 -AfiVW i e d e nd i o 1 - B #03^*1 T HS„ LfrLft 

fit, MMK*bl»itftffl*fi*3{b£«BfcUT, 1*&IH4 5- 1 1 1 3 2 
*L ft&flS4 5 - 2 8 9 2^&«L ft&HS4 5 - 2 8 9 1 *?&«L W&IB4 5 - 
2 7 3 l ^&Mrm&n34 5 - 2 7 3 0^«t{±, o-^V^r7D^i,7 

-15, Mmmil&totoZtt*. \£.X- ( 2 -7;;7xr^) ^*;W7^ H 
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WO9 6/0 9 4 0 6 ^iCli, 2 -7*?)IT ~ ; 7 x 

1*58^8- 2 5 3 4 5 4^&«Ctts 2, 2' -y (K'J<j;;i/7$>«) 

# L # £ * P & «Wt £tf&fcfc x I L - 1 /? jg£HlfHft-flJ & V T N F a MffimW 
713 *4f T Sfb£«n?* »3, C E T P iSttlfflg i: LTfl)tf fflttroBBwfcfcSfais ^ft 

**gB¥2 - 1 5 5 9 3 7 5&«Ktt x 2, 2' -y7^^7^y7i^ 

£ L T ^ 7 n ^ * 2/ & 7 d 's * -fe " ^ ^SBOfi * ft T ^ 5 [TiJ &mwmm 

^2 -5 0 1 7 7 2^fi«£{±, a-h-^D-f;i,7U7i-;|,y7;i / 7 
-f ^07y;i7U7xz;i,-;7,jl,7^ KMMt7Vn>?S*77-I 

5 9. *W«iW£/T*i»TSfc©-ett&^o £fc x l5IftlHlWffliatft:*r 
1 7 116 7^&«ttt, 2-7-b^7Uft7iy-^cQ 
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ttm¥4-2 3 3 9 0 8M;^ (2-7*-fe hTS K7x=;u) i/'7 
*SBBW6 3- 1 5 7 1 5 O^rtRfcHU o-e/W7>$ h'7i_;^^7^ 

St, ttBBT- 8 - 5 9 9 0 0 7-258472 *&*R N 4*R|sp 

7-224028 tfBH¥7-4 9 5 5 4<f&« x ^6 - 1 9 0 3 7 

■9&«L «r0B¥ 6 - 1 9 0 2 4 ^&« % #BB¥3 r 226750 ^&«, 
2 - 2 8 4 1 4 69fiffi, *WP2-2 3 3 3 8 »i_ 32 i 4 3 

2 ■ftlJItfZ 1 - 2 7 8 5 4 3 ^fi«fitm&BR4 7-357786 

(7* K7x~;U) 5/7^^7^ tZmifctfm^tlT^htiK ^<T 
ftfcCETPHlSifitti: LT<Dfj/nM:®0B*tt;&iifc ?ns^«t h£®t> FVM 

t^<«*lftWLfclS», ^*-efc&iW*ffl«U^ nfJTt,HDL^fSJp^-y-?,i:(S] 
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gp^. &%W\±. TsB ( 1 ) 7!rM (19) t*fCETPiSttlHS^ffl*Wr 
( l ) -i&a; ( I ) 



X., Xi, X), X«ttH-Xfci:Sfc^Tlvc*J:<, 
m d f >ft c > -W&Kt^*;^ ; 
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Ytt 

- C 0 - ; Xtt 

-S0 2 -T-fc!3, 

Zl± 

(2) Rtf 

7iefr£3II;fftS 1 7JS4ffl©Htt£"CH»£ftTl*TfcJ:UC3-io J^DT^U 
C n D7 , ( H/^r-;i/SXtt C 3 - ioV^ d 7*;i/*;u C ,. , 0 :p;i/*;ug ; 

i!fgXti:#.f$#£> C a - . . T;i/>5r - 
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^^r^aixtta*®^, Kajs^xttsswE^s 1 75M 3 «*-r 5 5 6 nv> 

TIB8£fr 5>iltfn 5 ^ ;i/ a r h (SMS ; 

C3-ioS/^P7';u*;uCi.io7';i/D+i'y f-;uat x 
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^PJo 

( 3 ) ( I - 1 ) 



[5**k R, Xk X:. Xj, X4St5Y(i^n-?n±IB (2) tISICT'SOv 



(^+x R, X,, Xi, X», X.S^YIi^ti^niwIBfDiiilDT-aD-S) ; 
- YiR i 



NH 
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- C 0 - ; Xli 
-CS 

Ci -*1BML7fr*)\,*-*Xi ; 

m&ZtlT^T *»<t^C3-,oi/^DT;i/*;i'C.-.o7*;U^r;i/g ; 
iiT t^T t) <£ v \ 7* -5 ;p ; 

-S-R, 

T*3l£ft5±sB (2) fB$tfMb^$k ?©7D F7>v^tl> ^OEIillFg 
Lf#3J&, Xli*©7k*n«!l£L< life&mJZGyil&frt C E TPrSfi 

(4) R,# 
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a. 

T i > T & «£. l> 7"J — ;i/ * 
C i-*&®.7)l*-)\,?-*m ; 

Tie** 5 nr i^t * «t ^ c , , ? o 7;mf;i/Sxa c 

C»- dt^I/*;^, 
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7 V -Jig. 

C 1- 1 «7^^t^Sn 

-ham, 
D y > ft C , - 4 ffifft 7 )U * )im. 

^ XttSSBIBi^S: 1 7JM 3 i> 5 75M 6 g <Z>&££& 5 7iM 6 g n 7- 

V—J1,7J\,*J1,&; 
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- hng, 

C , - 4 TO T )v 7 v ;uSTr gft * ftT u T * J: I > T X J £ % 
5fi, Xtt*©/|clD*3f U<ttjgttft«D*warJ«^i;LTtt5CETPS{4IBS 
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Mo 

(5) MX- [2- {\ZKV4)\,TX J ) 7xzji/] S/;*;U7W K ; 
t**- [2- (2-7D £;u^>*y 7i_^] v^;u7-< K ; 

£7- [2- (l-^f;k>^D^if>M^-;b7^) 7n;i/] 
7 4 F ; 

\f.7s- [2- ( l -4 v^>f^>^ p^4r-y->*;b^--;uz^ y ) 7 x.=.jV] 
^771/7 -f K ; 

N- (2-^W7h7ir;i) -2, 2 - ^;b7-D ^^->^ * |e ; 

N- (2-^W7h7xr;i / ) -l-fV^>fjl/y^D^>*A^ 

5 h * ^ 

N- (2-^M7F7iz;i/) - l - J ? a ssZ-tf >±) )\,7t-:if-y- * jj ; 
N- (2-^;i/*7F7i-;i/) - 1 - >f V^>f;i/y^D^>^>*;^t>- 
^ H ; 

N- (2-^W7F7i^) - 1 ->f V7DfJI/y^D^> i; i, W 

* K ; 

N- (4, 5-y^DD-2-/M7h7iz;b) - 1 -^f V^>f ;i/y^D 

N- (4, 5-y^DD-2-^M7h7x^) - l--f V^>f;k>^D 

N- (2->;^7|>-5->^7xr;i/) - 1 - -f V^>f^y^D^t 
* k ; 

N- (2-^;i/*7h-4-^f^7xz;i,) - 1 - -f V^>f;i/y^ D ^ 

^*g£S£ S- [2- ( 1 --f V^>-^;U^7P'\^-»t>^;i / ^-;i /: p ; j j 7 
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2, 2-^^5 L ;i/f-^7-Dt^>gj s- [2- ( l -^^;ui/^p^+-b->* 

- ;UT $ y ) 7 x x7^;u ; 
7iz;i/ft»g! S- [2- (^D^;i/7<y) 7x-;u] xt^I/ ; 
2, 2-^f;wrD^>s s - [2- ( l v^-t^i^p^* 

^^l/tfr^i/T-* 7) 7xx;i/] x^t^I/ ; 

2- ?-fef;i/7^-3-7i^l/ft7Dt^>SS S- [2- (l-'fV^ 

>^-;b^^ a^^-9->^;i/^-:-;i/7' ^ 7) y x.-jv] xTx^i/ ; 

3- t'Jy>ft*;^>li! S- [2- ( 1 V^>^;i/i/^P^++h>* 
^DD^^I^Sf S- [2- ( 1 -'T V^>5 L ;i/^^D^+-tf->^;i/^-;b7^ 

7) 7 x —Jl] I^?J1/ ; 

* h+S/^-tfftK S- [2- (1 f VO^l/i^ D'xdr-^>*>'UJK-;i/7' 

5 7)7 x xXrA ; 

^*7*P S- [2- ( 1 -4 V^y^Jlis? D^^rV>tlJly^-J^T 

5 7 ) 7 x i^f;i/ ; 

7x7 ^r^^^-gpg? S- [2- (1-/V^>^^D^>*;^1/ 
7^) 7x~;u] I7f^ ; 

2-/^;i/^^-7-Dt^>gg s- [2- ( l y^>^;uv^n^^-y->* 
)1>#—)17 l 7 ) 7 x x7 5^;i/ ; 

4 -?DD7i; S- [2- ( 1 --f V^>^;i/i/7D^^1t> 

*;i/*'-;i/7;;) 7i_ii/] x7-r;u ; 

^^P7*D^>^2j-*;i/^>e§ s- [2- (l-^V^>^l/i/^D^> 
fc;i/*x;uT$ y ) 7 x -;t/] x^ril' ; 

2- 7**7-4 -iifrt^^j S- [2- (l--fv 

^■>^;i/i>^P'\^+J->*;U^-;i,T^ 7 ) 7 x-;u] x7>^;i/ ; 
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2 -t Kn^>- 2-^^-;i/^^7"o S-[2- (l--fv^>^ 

2, 2- } J*3-)\/ : }-*zru}Z*y$t s- [2- ( 1 v^>^;i,*>^d^> 
* >A;i/^-;i/7'^ 7 ) 7x-;i/] iXrJl/ ; 

S- [2- (l-^v^>f;^^o^>^>*te;i/7^) 7 

1 — -" / ] x7s^;i, ; 

2, 2-^^W7DW>i S- [4, 5-y^DD-2- (1-f V 

2, 2 -^^^;u^-^-rDt^>K S- [4, 5 -^dd- 2 - ( 1 --f y 

^ I'fvH'^ *D^> -;|/3»*,/) 7i -jv] X7^;i/ ; 

2, 2-^^Wt7D^>|t S- [2- ( 1 V^^l^D'v* 

o-m-)U3lzt)i s- [2- ( i v^>^-jh/^d^v> 

S- [2- ( 1 -^^^vfD'siF-y-^^^lf-^T 5 j) 7x - 
;i0 x7^;u S - 7 x-;n7rA ; 

N-7i-;^t*;wn S- [2- ( 1 --f v^>^;bi/^D-s^> 
fc^^x;^? y ) 7i-jb] i^tA ; 

2, 2-i/XW^7D^>|g S- [2- (tT/lD-f;U7'^7) -4- h 

2, 2-y^f;i.f^7-p^>|{ S- [4, 5-y^DD-2 - 

o7D^i,^ D ^>A;i,t;-;i/7^) 7x-;u] x*ip;i,; 

2, 2-i//f^7Dtt>K S-[4, 5-J??DO-2 - (2-5/^ 

2, 2-^/^;i/^-^7-Dt7r>K S-[4, 5-y^DD-2 - (l-^> 
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2, 2-i?A3-)l?*7'aK:*>& S- [4, 5-S/*£po-2- ( 1 -i/t 

2, 2-yptf-;^*rDlf*>K S- [4, 5-^pd-2- 

2, 2 -^^W3)-7Di;t>K S- [4, 5-£;?Dn-2- (l--fv 

7*p e;Uv£ p^dr^->^;i/^-;u7'^ 7j^] X7x^;i/ ; 

2, 2-i?/f-;i/f-^7 , Dt*>K S- [4, 5-^^dd-2- ( 1 --f V 

2, 2-->^f;i/ft7Ptt>®f S- [4, 5-y^DD-2 - (1--{V 

2, 2-y/«*-;i/*-3|-7 , De3r>fifc S- [2- (1 -4 y*>*-;i,S/£n^* 

If >tUim-JlT i y) -A--Y D7HJI/] x7^;i/; 

2, 2-y/f;^7DW>R S- [4-i/?;- 2 - (l--fy*>f- 

2, 2-Z>**)\,**7u\z*y®. S- [4-7PD- 2 - (l--fv^>^ 

2, 2-y^f;i/ftrDt'^>Bf S- [5-7PP-2- (l-4yi>* 

2, 2-x^^-;i/^^rnt^>K S - [ 4 - 7;k;*p- 2 - ( 1 - 4 v^> 

^-lUi/^P'N^-y-^A^^x^TA. y ) 7 x x^^;b ; 

2, 2-$;p«?-;i/**7oetf;,« S- [4, 5-^7;b^p-2- (l--f 

yW^D^^^;^7»;) 7i"A] 17?^ ; 

2, 2 -2/'* 7" S- [5-7fl/*D-2- (l--fv^> 

tX- [4, 5-^7PP-2- ( 1 -4 VO?)l>strD^*ryyt>)\s-X-)l< 
7 IS) 7xx;U] y;uU7-f H ; 
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2-x h7t FD7 V)V 2- ( 1 --f V^>^;U2/^D^\^r-y->*;i/^ 

N- (2-^;i/*7"h7x-^) - 1 -x^;i/v^p/\^-9->*;i/^^-9-? K ; 
N— (2-^;nb7h7x-;i/) - 1 -7"d t:;uS/^D^+-9->*;i/^+-9- = K 

N- (2-^M7h7ir;i,) - l -y^-)Vi^^D^V>ti)l^V-l H ; 

N- (2-^M7t>7i-;i/) - l vy^i/^D^^r-y->*;u^f^-y-< 

i/^p^^rt>->^^-*;i/^>g? s- [2- ( l --r v^>f-;uj/7D's*+j-> 
7) 7ir;i/] x*? 1 ;!/ ; 

S- [2- ( 1 --r v^>^-;i/i/^D'N^r-9->*;i/7tf-juy^ 7 

) 7i-ll/] x^?^ ; 

5 -*;i/^=5r~>^^-^>^ s- [2- ( 1 --f y^>?-;i/i/i'D^> 
f-aM^tt S- [2- (1-^M>^1/-/^da^>*M-^7^) - 

ex- [2- [l - (2-x^;i/r^i/) i/?D^*y>t))i,*-)i,7i;] 7 
xx;u] i;^;i/7^ h* ; 

N- (2-^^7h7iz;i,) -1- (2-o:^;i/7 r ^;i/) y^D^>jj 

2-^f-;i/^*7-D S- [2- [1- (2 -x^;b7>;i0 v^D's 

*-tf->7j;i>tf^;u;p^ 7] 7 x -;b] i7,tJ1/ ; 

2-^f;W7Dft>i S- [2- ( 1 --f V7-^;b'>7D/\Jr1f>73;U 
t;-;i/7^7) 7x-;i/] i^rJl ; 

l-7'-fe^;i/^^U-/'>-4-^-^*;i/^>K S- [2- [1- (2-xf;b 
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S- [2- [1- (2-x^;u^f-;i/) i,? u^*Vyh)VX-)\,? 
2, 2-y^f;^t7DW>8 S- [2 - [1- (2-^)1^^)1) i, 
/h*^f-*»K S- [2- [1- (2-^? )l) 
2-t Kndri/-2-^f-;i/^^-rDf3)">^ S- [2- [1- (2-x^;u 
4-^DD7x^i/f« s- [2- [l- (2-i^;u^^;i/) «>*n 
4-^DD7i;ir->f«g! s- [2- ( l -i" v^;ui/^ D^^-y>* 
1 -7-fef-;n^ij v>-4 -*lrti)\>*>m S- [2- ( 1 --f V7*f;i-> 
frt>t£Z>&£ *)MKti2>±& (1) IB*<Dfb£tox Y 5 ?> tntOtfh* * 

CETPJSffllfj. 

( 6) ±33 ( 1 ) 75M (5) iBttOfb^-ttx 4ot*p K^y^-fb^, -?-<E>EISI 
±I4 : &Lf#£i£, Xtt*OTKft^U<tt»IK»«J*WSaEa^i:UT*SK]JiJlll 

( 7 ) ±grf ( 1 ) 7JM ( 5 ) IBlttOfbftttU K ^ y 4Mb£$K *<DES£ 

( 8 ) -fta ( I - 2 ) 
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0 




(1-2) 



[it*, R* li 

S&$ fiz v>T & efc v» Cs-« £ n TVi^^i/^T-fc s 
Xi> Xn x < tt^n-? r n±s3 ( i ) tPifcSj^ 

Z.' tt 



(itiK R ' v Xu X*. X 3 &tfX4li-£ft^;h,B?g3©i:£9T-$>&) ; 
-Y.R, (Z^T% Y.S^R,|±^n^n±IC (3) tfelUT-^S) Xfcfc 
-S-Ri (CCT*, RittlE (3) fcHirt&S) 

( 9 ) -fiat ( I - 3 ) 




HN 
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-Y,R, Y.SUfR,|±*n*n±iB (3) fcEfC&S) Xtt 

-S-R. R»(i±ie (3) zmvctoZ) T-$>£] 

( 1 0) -«5* (N) 



HN 



o 

Ar- 
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R" 
X 2 ' 







HN^R- 












Xa 




X3 



(n) 



(11) -jfoS (II- 1) 




(II- 1 ) 



( 12) -JKsS (III) 



o 

r^NH 
x 3 



(III) 



WO 98/35937 



PCT/JP98/00542 



24 



(5$4\ R ' ^ Xk Xi, Xj&VX«tt*n*n±13 (8) 
T*;* ft 4 ±13 (8) E«0<b£«k €07DK7>y^^ *©B*±»S 

( 1 3) -flSiC (III- 1) 



(5$*> r ' ' n x u x 2> x 3 stJ t x,(i^n-? t n±g3 (9) trat-c**) 

-C*3l£ft3±!B (9) !3$2tfMt£tf, ?07D K7y^ft^ ^©EI^fTg 
(14) -jfta; (IV) 



(zC*K R ' > Xu Xi, Xs, X«, Yi»tfR.tt*ft*n±ia (8) tigc-c 

*£) 

T"l!£ft3±l2 (8) 35©©fb£1^ ?©7nH7y^ft6i % ^£>EI5l±g<rg 
(15) (IV- 1) 





(IV) 
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S-Y,R, 



(IV- 1) 



(s$cK R' ' „ Xk Xi, X 3 , Y.SyfR,(i^ix^n±sB (9) tmt 
T-&-5) 

T*3t£tt3±ftf (9) fBi£4Hb£-$K ?(57Dh'7^ft^ ^OEaUilfg 
(16) -jftst (V) 



(i$ck R' > X,, X*. Xj, X<RZfR*teZtl?tl±m (8) £Ir11;T-&2>) 
(17) (V- l) 





(V- 1) 



WO 98/35937 



PCT/JP98/00542 



26 

r ' ' , Xk x 2 , x 3 , Xitkxmzt±zti?ti.tsz (9) tmt-z&h 

) 

(18) If*- [2- ( 1 -*?-)H'2V'K*V>tl)ltf=.)\,7<; ) 7i-^ 

[2- (i-i , y'OfJk>^D^>^>j 3 ;i,^7^) 7 x-;i/] 
-^^;i/7 w K ; 

ea- [2- ( 1 --f 7^>f ;i/yi? D /s^>*;^r;i/?^) 7 

N- ( 2 -^u^r h 7 Ji-ji) - 1 -f v^>5 L ;ui/^D's^it>^;i/^^rt>- 

N- (2-^J^7h7iz;i/) -l-^f^>^DA^t>Mm.5 
N- ( 2 -^;i/*7*h 7 x-;i/) - 1 -4 v two? > turn* -y- 
^ i > 

N- (2 h 7x-;i/) -i-^v7DK;^>^D^**>AA'^it 
5K ; 

N — ( 4 , 5-y^DD-2-/;^7h7i^) — 1 - >f v<\>f-;^>^ d 
N- (4, 5-y^DD-2-/;i*7 , h7i^) - l-^M>f;i/y^D 
N- ( 2 -/;i/*7* h - 5 -/f-;i/7 x-;i/) - 1 ->f V^>f ^y^D'x^lt 

N- (2-^;i/*7*h-4-p<5 L ;i/7x-;u) -1 — r v^>^;i/i/^ a^*y- 
f-at-M S- [2- ( 1 -<( v^>?-)Uisi7 a^^^tiji^-^-r * j ) 7 
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2, 2-y/f-;W7DW>j» S- [2- (l-^f-;i/*/^D^^>* 

2, 2 -y^f;W7Dft>(g S- [2- ( 1 - 'v*>*-;u«> 7 D'n* 

2- ?tf^7^-3-7x-;W7Dtt>fig S- [2- (l--fv<. 

3 - V V S- [2- (l-fy^>?;^i?D^>A 
y^x;^ ^ 7 ) 7xx;u] x^-t^U ; 

^ OD ^« S - [2- (l-^'M>fj^7D^>M^7^ 
7) 7x-;u] i^ril ; 

> h*'>^3|-ft(g? S- [2- (l-fV^>^yi;D^>*M--;i,7 
^ 7) 7x~;b] x7^;b ; 

J-stravxy® s- [2- (l-^M>f;^-7D^>*ji,^;i,7 

5 7 ) 7x~;u] 177^ ; 

7xy+->ftif S- [2 - (l--fVA>^^D^>^t;^ 
7 5 y ) 7 x x7^;b ■ 

2-*TJl?*7D\Z*>m S- [2- (l-^M>^y^D^>* 
;i/^;i/7;y) 7x-;u] x*-r;u ; 

4-^DD7x^y->« S- [2- (l-f»M>fyi/i/i?DA^> 

tj;1/*'x;i,7*? y ) 7 x x7^;u ; 

y7D7D;0^^;M-;>K S- [2- ( 1 y^>^S/* p^-y-> 
tlJl^-JlT < 7 ) 7i1A]i7t)1/; 

2-7-b?-;u7*y-4-*;UMx'f;u^*7"^«j;nfi s- [2- (l-i'y 
2-tCD^-2->fW7nt*>S S- [2- (l-<v^>^;u 
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2, 2-^^5 L ;u5 L ^7*Dt:7i->® s- [2 - ( l --f v^>-^;i^7d^> 

*>2?;b#x;i/:r^7) 7xx;i,] x7s^;U ; 

^tfM S - [2- ( 1 --f y^>^;i/^7 d^>* >*;u«tfx;i,7» ^ y ) 7 
x-;i/] x.^r-)i/ ; 

2, 2->Vf-;u^^-7-Dtf^->^ S- [4, 5 -s;^dd-2- (l--fV 

2, 2-y^f-J^t7Dtt>i S- [4, 5— :77DD— 2 — (1 — f V 
^>^y^D^>^Mt:-;i/7;y) 7x~;u] 3i 7\ )]/ ; 

2, 2-/^^ft7Dtt>f S- [2 - ( 1 ->f V<>f^y^DA + 
t>*;i/t:-Ji7^) -4- h 'J 7;i/7t D^<^;u7x-;b] xt^;u ; 

^tJ-^IK 0-^^;i/X7s^;U S- [2 - (l--f V^>f;i/y^D'\+U-> 
*;i/it-;i/T^ 7x-;i/] x7^;i/ ; 

V+XBtm S- [2- ( 1 -/ 1-)lis?n^JcV>j3)m-)\,7X 7 ) 7x- 

i^Tlb S - 7 x -;i/X7-r;i/ ; 
N-7z = W*;w^>K S- [2- ( l - -T V^>^;ui>7 n'N+if> 

^T 7 < y ) 7x-;u] i^rib ; 
2, 2-y^Wt7Dt^>K S-[4', 5-v7PP-2- (1-^7 
P7 , Dt;^^D^+f>AM;-;b7-y) 7x-;u] x*^;i, ; 
2, 2-y^W^7Di;t>i! S-[4, 5 -^7 n D - 2 - ( 1 

f;k>^D^^>A;^r;i/7^) 7x-;u] i^fii/ ; 

2, 2-y7fJl/f*7D^>i S- [4, 5-^7DD-2- (1-^7 
D7Dt;M^y^D^1t>i)M;r;b7^) 7xx;U] X7s^;U; 
2, 2-^^^;i/f-^7*D t^->fl5 S- [4, 5-v7DD-2- (l-S/7 
D^^ri/;U^^;i/i>7D'N^-9->^;u^x;U7' < 7) 7iZA] ixril/; 
2, 2-^V^^^7*Dt^->SJ S- [4, 5-^^dd-2- (l--fV 
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2, 2 - mira-i/ft S- [4, 5-^7DO-2- (l--fv 

^>^n^>?D^7**>#7l/#-;U7SV) 7iz;H ix.f^; 

2, S— [4, 5-y^DD-2 - (1--{V 

2, 2-5?^fW*rDW>| S- [2- ( 1 -^7^>^;i/i/7D^* 

+r>77;i/*'-7i/7 = y ) -4 -- h d7i^] i^rji ; 

2, 2->7m*7'D^>8 S- [4-^7^-2 - (l--fV^>^ 

2, 2-^^f L ;i/^7r7*Dt:^>gg s- [4-7D0-2- (l-^vo^- 

;Uv/7 D^ar+^>^;i / ^--;U7 7 5 J ) 7izji,] 0.7^71/ ; 
2, 2-y/fW7D^>^ S- [5— 7PD — 2 — (l--fv^>f 
Jl/y^D^+f^*;^;!/??;) 7i-JI/] X7x^;i/; 
2, 2 -i^ 7-71^* 7 S- [4-7WD-2 - (l--fv^> 

^fri/tu^ir-VytDb-x-frTX J) 7x-;i/] x7^;u ; 
2, 2-y^W7-D^>f S- [4, 5-^771/^0-2- (l->f 



2, 2-i;/^;i/^*7-n e*>fi& S- [5-77M-D-2- (l--fy^> 
^71^7 D/n*-9->*j 71/7* * /) 7x-;U] i^^^U ; 

[4, 5 -:x7 □ □ - 2 - ( 1 -4 V^yj-fr^tU^lrVytDlK-tl 
7\-J) 7i^] i?X)l7j K ; 

2~r l>7t KP7 'J71/^^7U 2- (l-<fVA>f^i/^o^^^>3b;^ 
-71/7* 7x~7U i/7.)\,7 4 Y \ 

N- (2-/(;i/*7"h7x-;u) - l -^)V^^u^^yti)i^^\ y ; 

N- (2 -^;i/7^7*h 7x"7l/) - 1 -7D t;i/^^D-\^r-y>7!j7U*"+-y-5. K 




>*71/^n7bT = /) 7 x-;u] X7^7U ; 
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N- ( 2 7 jc-;iz) - I - 71- )l is tn^y- F ; 
N- (2-./;i/*r>7x-;u) - l -'T V7*^;b^^D/Nilr-9->^;i,^+-9-? 
H ; 

u^Vy+Tt-tofrifiy®. s- [2- (l--fv^>f;i/->^DA,^> 
S - [2 - ( l - 'f v^>f ;w>i' D^t>*;i/#-;i/7^ 

) 7 x xTsT^U ; 

5—fiji#*i'**'*>*>m S- [2- ( 1 v^>^;ui/^ D^^f > 
ti)\/ft-)\,T 5 y ) 7x~;i/] xt;^;u ; 

S- [2- ( 1 -V V^->5 L ;U^^D'\Jr+>->*;u^-;U7'5>') - 

[2- [1- ( 2 -xf;u7f^) i/7n-N^-9->^;u^-jU7'$ y] 7 
x 'J7,)iy << K ; 

N- ( 2 -/Ol/£7> 7x-;i/) -l- (2-xf\M/7»i,) v^n^^r-y->^7 
;u^dr-y- = K ; 

2-^f;^7D^>8 S- [2- [1- (2-x^;u7 p ^;i/) v^p^v 
JUTS y ] 7x.-;u] x7n^;U; 

2-^f;wrD^>8 s- [2- d'-'fvrf^s/^D^^i/ 

t:-^7-y) 7 x-;u] iXtA ; 

1 -7**)\,w) ->->-4 -*-**ui,;t?>ffi S- [2- [l- (2-x.^;i/ 

7>;i/) y^D'\Jr^>A;^--;i,7^] 7i"Jl/] I^jil/ ; 

^*fifrK S- [2 - [1- (2 -xfji/7fjb) */9 w\*y y )\,t 

X y ] 7 xx;u] xTx-r^ ; 

2, 2-y/f;^rot3r>fi S- [2- [1- (2-i^7f^) ^ 
*7V^irVyti)lX-)\,7 i j ] 7xx;b] x^t^; 

* h*2/f-*-#B! S- [2- [1- (2 -x^;u-7^;u) D^*-^^!/ 
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2-th'D^-2-/f;w7Dtt>(g! S- [2- [1- (2-x^;u 

4-^DD7iyJpyftigJ S- [2 - [1- (2-3L?Jl7*)l) >>*D 
4-^PD7i;*yftM S- [2- ( 1 VT^I/S^n^-tf-^ 

l -7'-b^;ut^';^>-4 -^^-*;i/^>j^ s- [2- (l-fvrf;^ 

fr«b&£8¥<£ 0ii(ins±gi! (8) ikiit<ZHb£$K ?©7DK7.;^t^ * 

(19) ±ffl (8) (18) ,ftiltf){b£4£K H-^^b&tK 
EX |-.,fF&bftSi&, X&Z<Dfcfa®%l,< tresis 

(2 0) ±2B -flSj£ (I) -ea^n^<b^, ?©7d h*7'^ft^, 

&±s<f& ussjjl xtt^e(7)7Xin^ u < immm/)<D cet PtfitxramTPj®^ 

(2 1) ±52-US^ (I) -C&ZtlZitG®.' %<D7d *<om 

(22) ±se-te:£ (i) T-^ax^b^k ?®7d K^^fb^tk *<Dm 

(2 3) ±§B-&5S (I) tS^tlSft^ f©7D h'7^'ft^ ^(Dg 

ts c e t p i£tx£Rasr -s^iio 
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(2 4) ±SB-)KS (I) €07d H^^yft^ft,- €CD6E 

(2 5) JiiB-jRit (I) fa^ftift^ ^©7o K^y^fb^tl, 

tert-^>^)U^ l -xf^7fM 4 2 -x^;i,:7>;um, 1- 

1 -xf;^>f;n, l-7Dt:;i/'<>f;i/I, l->fv7fM> 
^n^x 2 -x-^;w^>^-;H£ x 2--f v7ot:;K>^« N 2-tert- 
7"*-;i^>*-;i/£, 3 -x-5^U"s>^;i/^ 3 ->f V7D tf;i/^>f-;u^ 4- 
A^-jv^>^-jim, 1, 4 -> ! ^-5 1 ;u^>^-;uat N 2, 4 -i?* ^;u^>^;i/S 
x 1 -/f L ;i/^>^;i/^ N ^*->;ui5s 1 -x^u^iwi^ 1 

-7Df;K^r'/;i/S, , 2 -^=f-)i^*i/)im, 2-^v7Dt;K^->;H 
^ 2-tert-7f;K*y;b$, 3 -x^;u^*»>;h£, 3-^v7ot;i/ 
^S^Uit, 3 - t e r t -yf-Jl^i/ji^ 4 -^=f-)\s^*ci/ 5-/ 
f->i^*«>;i^ ^7*^-;^ l -x-^i^r-?-;^ l-fv7ot;K7?- 
2 -x^l^r^;^ 2-^77nt:;i,/\7f;H > 3-7D^7 

& 1 2 -x^;i/^-^^;u^ yz;^ 1 

2-^;^rM, T^l/fi^TfcS. »SL<li^JR 
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-fV7"Dtf;uSs V7«, L sec-7f^ tert- 

Xi>^^.mU^2Fj^. 1 OjW<&-flUSf&*'J>fc< i:* 1 ow±ftf 57;^ 
=;i/S*S"*L, &(tt*Jfc:tt7'J;i/&, hfr:;uffl, YV7*D^zi;u^ 1-7*0 

^-;u£t, 1 2 -7u^-)\,^ 2-/3-;i-2-7vi^-)i,m, l 

-^<f-;u- l -y^-jvm, Pu?-)\,^ 1 3-y^-;uSs 3-/ 

s 1 2 -^>^ 1 - x ^;u- 3 -^.>^-;u^s A-^>=r 

1, 3-^>^ir;H, 2, 4-^>*yxr^a, 1 -^dr-t- 
l - ^;i/-2-^tzjb4 3 --s^-fe 4 -^-fe^t,^ 
l -7"*-;u-5-^*-fe-;i/&, i, 3 -^+y^^-)ims 2, 4-^^-9-^ 
1 -^y^-jv^ 2 -^7"^-;i,fi s 3 --v:/^ -;i/£ v 4-^7 
r-;H> 5 -'xrrc;!/!, 6 -^r^-jlM, 1, 3 -^7** i/oi - ;u^, 
2, 4-^7^yx-;Ht v 1 -yjri7^-)i^ I—XZt--)^ 3-*?9- 
-fr&s 4 -7t?r-)lf^ 6 -tf^^ug, 7 -^7- 

=;i/4Sx 2-;*z;^ 3-;*-)i&, 4-;*-)\,m, 

6 - J 7-y^-)im, 8 - J 9-x-fe 

W*b<ttK«JK-T»2^S8fl80B«xa:^ttttCD7 , ;i/>rr: 



WO 98/35937 



PCT/JP98/D0542 



34 

rci 4i£«7;u3*^4Sj fctt, iwifi©C.-4i£ft7 , ;u*;Uj!fc*^r57 , ;m 

r Ci-«i£«:?\Mr;i/?-:*i£j ti± % uyi£©C.-*&»7;u*;u&££?-S3';i/ 
^u^-ft&MitfcU mWfttcti:/ xf-;i/^-*j| % ro LVl^tfit 

JRJSi7-»3/5Ml Offl<0^*D7;u*;ufifcjgi5|iU fl#B!iCttJ/^DrDW 
& i/^D7f^*, 2/^D^>f-;i/i6, S/£o^*$/;u£ x D^rf-ji^S 

*D [2. 2. 1] ^7.=J-)\,&^ 7y7>^SSf?fft5 1) *f * L < tt^IS^ 

o 

» 5 7iS 8 fll® •> * d 7 jgtfl* Ln RttWfc: I^^D^rr ;i, 

i/^D/s^-tr-;^ D'vTt 1 2/£ :>£d^>£ 

r C 3 .,oi/^nT;i/+;uc 1 -,o7';u^;i/^j fc(± x S5iE©iS«ixt±»8[Vi©C 
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v^*ri/)V i/ Zn^y )V& S it t/ 9 i 

^d^7'^;i/7*d 1 - J/ ^ n 7d l wi7D 

^>;i/- 1 ^•;i/7 r ^-;u;g N 1 -v^d^>^;u- 2 -x^^i/^"^-;!/^ 

p^*:>;i^>?-;i,S, l-->^D-\^r^;i,^^;u^>^;i / > i t N z-i^p's* 
is 2 - v^D^^-v^y ^;u^>-^;uS N 3 -y^D.\>fM 

>f-;PS,' l -S/^D's+s/^- 4 5 -v^p^.>^;i/^. 

l-vi'D'O^ + y^ l'-^P^*^^*^^ 1 
- 5/* D ^>?-;M friz's* iWl/lk 2 - ^> ? P ^ >^;U^^ 2->s>7 
D7DKJHf;K*^AS, 3-->^D^>f-;i//s*.>;| / jJ£ s l-S^p^* 

^>)l- 1 , 6 -^^l/^:/f-;Hfc v l -s^D^rfv/ua-^^Hk 
p^>^;u*?-^;i,3£, 3-2/^p^4rS/;u^^f-;uiE, 2 p^>^;m 
f-Jl^^f-fl^ l-yi?D^>f;i//r;H v l -f>^ p^i^i/y -;u|£ x 
3-y^D7Dt;^r^ i _. > ^ D ^ >f . ; i / -. >;i/ ^ 1 -S^d^ + S/ 
^l/^S/JI^ 1 —istra-roj-ji h ijfy;H, 2 P^^r^;U h ij ^ 
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ry>)-)\,mj tits 7iz;n, ^-7f-;uSx T>hU)im, 7x*>MJ 

ry5;u^;uJi£j fctiu IWtfoCi- 4 l£«T;u*;uj£cafIi4<3!>TU-;bi!E*»iffl 

7i*f;bfi, 3 -7 3L-)i7a tvi/S, 2-7i_;i/7Dt;i/S N 4- 
^izj^f^i, *7?-;M*-;i/& x 2 -^-7^;i/x^;i/^ 4-t7x-;u 
3- (4-t7ir;i/) t*d K;i/JE«?-C* 5. 

©7 , 'J-;H£* f !KttL*:*©*jgB|sU Mf*lflfctt2- 7 x=;i/ 3- 
7i-^-2 -7"n^.-;u^ 3 -7iz^-2-^A- 2 -/o^r^i, 
4 -7x-;b- 3 -7'^-;b^ 2- (1— 2- (2-7" 
7*-*) Z 2- (4-tf7xn;u) tf 

lfflW±, a<*tfJGttl7J:E4flG), «?$ L<Ji 173,1 3lffl(D^ Dl^T^W-r 
* 5 75M6 W©35B«tXtt*»«iKo«l*M*jft*U ^Wtttf-T- h U 7- 

m; t» y * * if v e ? \/ «; tmj ;ug, 7 y ;u 

& f-x=;u£ % ^h5J>=;i,£ % h'J7y^S, t7^r;H N £<J^- 

7>J-fr&> J-TiSTiS-ji^ ^i/^yyg, **+>-v^;i, 
t^7y-;i.a, t^'Jy'M, t^'J^7^ x ^-^m 
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CH2 -?-:n-;M^;i/Jfc N 2 -7 2 -fj i^M^i/lk 3- 

f^i^u/^n^ 2-^-;u-2 -x^i/J^ 3 -7 M;b- 1 
2 - £ 'J 3 - 7D ¥)im?$-Z$) So 

^U;i/^ J V 7?-') Jim, <VAi/;H N fM-p^;b3t N ^-9- 

v-n^y yj^D-f;^ 7*M;i/& % ^'Jt'D^i/S, hptf-f 

;i>3£, ^ p 'f +f U ^- p 7*- v-OMst, p^;^ ^ h 
pf;i/&> f^p^p-r;us, 7n h*r7^>f;H^ tfp-ni/gv y£p^> 

- 1 -/-7-;i'->? p^+lt>*;i/7K- > »u^ l-'f v^>f;i/y{'D^>^>j3 
1 v ^ > ^^ i/ / 7D ^ + ^ >:<j;l/ ^_ ;b ^ tert-7|-* 
S/*»#=;HI;, /. ^->*;i,^^ xh^i/^^S, 2- (l->f 
V^->^;i/v^P'\+-y->*;i,7tf-;i/7 > ^ /) 7xzi;L<3 L **ui/tf-;i/S3?T-$> 

1 -^^US/? P^+-9->*;i/*'-;uJS, 1 -rM>f^y7D^>^>*;i, 

1 y^>? n^3-y->±>)ix-)\,m, 2 - ( 1 - -r v^> 
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tstix^xt j:^c s .»-/^D7^_jHj &v r mmgtix^xt>&^c>.< 

ttftn„ m^(z{iH5iiE©iSISX(i^«a)Ci l0 7 , ;udp;^ ; BlfxIiCDr^XK 
#$#<7)C 2 ,o7;u^r^;i/fi ; nu$<7) C .-i - . u ? D7;^AS ; ny^oD C 5 - a \y 9 

; 7 ^ j at ; ^ \ j m^o) c ■ *&®.?)\,*kt $ y 

^;7tf;i/7;;S< 7D^-^7;;l, ^>y;b7;ylf07y^7 

o 

C:. i»y^ DT;U + ;i/^t ; fitfii!iO Ci «y^D 7 > ;L"irzi;i/g ; jfrjjtf<75:P U — Jl£ ; 

^xfctsswin?* i /is 3 m r 5 5§i&;* tit ux *> «t n 5 6 « w&srjss 

*<fcv>5^M6@cD^-rP7'>j-;i/7 7 ;u^;i/^j Hfctt-S r K&£ft-a>T*> J: 
fctt, 1 73?M4fll, »*U<0:l^S3ffli©lH«iat:J:*)iEfil*nT^T*» 

ttffi *T? 6 -3 T ft tz $ n £ 4, ©t tt ft n e ft ft ft C (± ffi$© EM Xtt$M£K 
oC.-,c7W;^ »*L<ttfi|RXH:^>tt3Roc,-,7';u*;ua5; fiuiaiOiSiCl 
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w t(o mmmt a *> t r , t a v * kja& ^ l Tat*g£ *i s cot* & <k r iz # 
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J5£2tf<Z)IKlft£K:«t DB*3nTi*T*J:^cfc£Bi*u KBftSttlRl -X 
ft 8 £ r> X \ > X % «fc < , $ fc B Jfttt © ffiBtttf ft T" & o T ft (C RB£ * ft £ * © T 

©Ci •iS«7';i/=i*^ < !S-cBlft#ntv^ , r*J:^ii!riE©7' 
^5y^7^ K«c*Bfi6LTt»J:^o ^#fl«JC:ttTSB©r C 

; T'J-;u^*S//^-;H5 ; 7^)-)U^^A^-Jl& ; 7>S/;i/& ; 7 is 

cfc 0M<*W(;<imiiili©c,-4{£$S7;uzi^i/ i s$:^-rsc. <{£S5t;i<3*^,< 
;i>£ ; uuidSOC. .4(tt«R7 , ;i/*;u^ffi*wrsc,-4<S»7 , ;u*;u^yf-;uj£ 

4St577^*;bf-t^f;i/i ; i¥jiai©C3-.o2/^n7 > Jl/+;uSSWrsC 3 - 
la^^aTJU^-^^^-^A^jl^ ; Mflt©c s -a>*D7;i^=;i/ifc£;£-rsCs 
-^^D7j^zM^^f;H ; 5l J l,0C 3 .„i/^D7^C, ..7;U* 
;i'S^t5C ) - llJ y^D7;^;i/C 1 -,.7;i/3 + y/^S ; S5ifiCD7 , 'J-;i/ 

^^hUfc ; ffliiE©B»*nT^T4) J:^e«Xtt^«[«oc,.,o7 , ;b*;uiS % 

tix^xt>£\,^\sj Kg, 6?AE©B«l*nT^T4)J:^C s -,o'>^D7;i/^;i/ 
its 69iE«Bift*nT^T4)«l:^C s -.o^^D7;i/*;uc. loT'ju+^au 
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C 3 - . « > 9 □ 7)i*)i c , - , o :p;u*;i^ iwiB©Hft#ftT * J: n 7 'J 

a©$s{ilS&X ttfiffidiOi?flldnT * J: ^ 5 75S 6 mv^r a 7 'J -JUT*;!, 
C.- l0 7;i/*;i/#u f;u$©MDy >{tC .-..^i/*;^ ffiftcDC ,-<{&$&7)i=i 

^ (»*W^Xtt«MJ5t-f* l/>S3ffl«rSBt«l#tlT^T*J:ix5 7JS6 
H©&^raSXttiMi£©a&£ftT^T* «fcV> 5 75M 6 g©^?- D7'J -;L-7;i/ 
^«Tllft$tiTUT* t t^7U^z;i/t^y^^« ; ffri<|>©g&£ 
nT^T^i^iSWXtt^ttttoCi. n5HI©MD$':/Ci-..fi«7» 
^©C.-^fittTVio + S/S, rwa©C.-«ffi«7*;i,*;i,^*-g x jfi 

§uJfi©Hft*ixT^TtiJ:^Ci...*>^D7»;i/^;i /! jy; N SuifiOfiftSftTlvc* 
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¥. 6 Hroa*^*SxttjKiiE©Htt*nT^T t> <fc ^ 5 nm. 6 Hco'v? d? u -n, 
j fcUTttx z.*)v^ i v7DK^a, <fyr*\Mfu 

-i\>&> 4 V7D^-;i/S, 1 -^f^-2-7D^r;^x 2-^;i/-2- 

RUfcfrS r ffi«lSftTv>T* J:i>C a -.o^*n7\M,*;MSj iwiifiOil 
«Xtt4J-tttt©Ci.,«T;i/*;ua6 («t)?a<tt^f;^ if;^, rot: 
-fv7Dt;H, r*-;^ -fv7f;n, tert-7« 
^v^>^;i/^ 2, 2-y7^7Dt;n, 4 ^;i^>^;i,£ % 

T-^m (ft£tf£U<fcU -^;ut\-;i^£ x 2-^;U£r.;u£; x 3 -/^ 
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C3-7y^n7;i/ir;H) , mm<DCs-**s?u-r)\,fT-)\,m (fttilf* L<tt:> 
Ci i»v^D c > . , „ 7';i/dp;u^ (ft£$F £ L < fct^ ? n 7d / =f-)\, 

x m&<D7>)-)\'£ (^Ciflb<fcl:7izM) , t^vS, uu^-T' 

(ttizHtz u< t^i'DrD :> £ p r^;^ *>y*p^>-^;i, 
S^p^*^^ S/y-p^r^uS, # y* ^ t h d ^ >f-^§, -r^t 
Fnt7f^S v 7'^>^;u^ N \L*s>?u [2. 2. I] ^r^^Ji) ££0* 
U Kf$U<tt2, 2, 3, 3-fh7/f;i/yi?D7Dt;H, l->fV^> 

P^^^l^ l -1* V^->f-;u^>^ p/^>-^;v^ v 1 v^5ri,)\,*=f-)\, 

i^^p^>^;i/S, ->^D^^^i, 1 -/.f-friszu^ici/ji,^ 

)\si/>7n^*i/)\,^ l-rntlJl/i/^DA + yiH, l--fV7'Dt;|/y^D 
1 -^>^;i/«>^D^^->;US, 1 -4 V^^Jl/f/y-P^vJ!,^ l-(2 

, 2 - y/^7D l^^U) i'^P'NJri/;^ 1- ( 4 - * i,? 
a^'y)im. I - (2-^)iy^-)l) i/^D^iy^m, 4-tert-7" 
1 --f v^->-5 L ;ui>^p^N^i/;i/^ i-y^o7D t:;i/->^ p^s^>>;i/ 

t^Mf-^i/y- p^i^us, 1 -i'tru'****/ 9 1 
- (2-y^D7Dt;nf^) i>i7P^+i>;^ 1- ( 2 - p^>^;u 
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i/tu^i/fr^ 1- ( 2-i/^OA^y;i/xf;i/) i/9w\**>j\, 
4 -*^;i/>'?n'\*S';i/& s 4-7DK;i/>>^D^i';H, 4-fV7 
o tr;ui/^ o^dr^;uSs 4-tert-7f;^^D^i/;n, 4-^>f- 
D^^S/;i/Ji, 4 - Mi/Vu^i/h^ \-j V ^> =f- )\/ is $ a-^y^ 
3 4a-fiJtFot7^ 1 -T 

7, 7 1 - (2-;**-V) t^>?D [2. 2. 1] 

S L < ttifi»Xtt#«tt© C , - . „T)l*)imT'$> So 

n^jtttx iMidia)Dafisxtt*>tttt©c . , U T)i*)\,m u < 

<tt 1 2 -/^;i/h'^;i/^, 3 -tf-ji- 3 -ro^;^ 
D/s+-b-;uS^0C s □T';i/>5r-;i,5E) , miiliOD C 3 - 1 0 d 7)l>*)V C 

Sl<li'<>i;;i/S, 7 1 4. ? j^^o 7 x r ;b c , - ( fi$57^+;H) JSclFrnft 
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>t-JI& '>?u<s*-b-)i&) £.gi*u iflL<ttlHV7'Dt;i/-2 

-y^D^>T^l/«, l-fV7D^l/-3->^P^>r^S > l--fV 
7 , f;i/-2-y^D^>r-;H, l--fV7fJl-3-yi'D^>Tr;^ 
1 - 2 - d^>^~ l v^.>^-;u- 3 p^. 

^;M?-;i/- 3 -i/i7D^.>7 1 -;u^ 1 - ^£ p^-fe -;i,Jg x 2-S/? 

Jit, 1 3 -^^D^dp-tr-;!/^ 1 -if^- 2 D^^-fe 

l-7D^-3-^^D^-b^ l-^V7D^-2-y^D 
^■te^l/JiE, l-^77Dt;i/-3-y^D^Jr-t^S, 1 - 7-^ ;i/ - 2 - 

2-^^D-N^r-t-;ba£, 1 --f V7^;u- 3 D^-^-fe l 

f-ju- 2 □'Ndr-b-;uSs 1 -^>^;u- 3 ->>^ D-^^r-t 1- 
. -T v^>^;b- 2 n^^--t -;i/it, 1 v^>f-;u- 3 -^^n^^-fe 
1- (2, 2--//fJi/7DtM - 2 - v£ P^-tr 1- ( 
2, - 3 -S/* a-^*'*=.)l% s 1- (4-^;i"^> 

- 2 ->>^ p^-t -;u^t, l- (4 -/^-;i/^>^-;i/) - 3 -i^P's 
+-b-;ui£, l -v^Drpf;u-2-i>^P'\Jr-tz-;u^ l-y^rot 
;u- 3 D^-t -;ug x l P^^rS/;u- 2 - p^-fe 
\-*,*/V^* s s)\,- 3 -y^D^Jpt-;^ 1 -7i;*- 2 -S/^P's* 
•fe-;i/S, l-7iZJl/-3-y ? D^-t l - □ m tr;M 
-2-i>^P^dr-t-;u^ N 1 -y^D7D 3 - y ^ D^+t-^ 

^ 1 - V^P^i^M-f 2 -i/^P'V^r-t^;!/^ 1 — v\*i/)\, 
3 -^^P^^-fe-;uS, l- (2-fy£P7"P£;i/x^;i,) - 2 - >- 
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?ns\*-b-)]/&^ 1- (2-i'^D7DtMf;i/) -3-i/^D^^-fe-;i/ 
& 1- (2-$/£D'*>?-;i,x?ji,) - 2 -^^D^dr-fe^;i/^ N l-(2- 
D^>^xfA) - 3 -i/V O^^r-fe 1- {2-i/^U^icl/)V 
x^;u) - 2 -£/?p^*-fe -;Mt N l- (2-i>^D'\^^;i/x^;u) - 3- 
i/^D^^-b-^^T-^So <Si3, H«MitiaHt«Ft|R5fe#nsti©-CH:ft^i«,' 

» «r t W $ L < ttffifBXtt#tttt© C , - 1 oT;b^;us^Ji C 3 - , „ > >? d :p;u*;u 

Rt*W5 r iS^^nroT4) J:v^C.•^- 1 o^/^DT;u^^;l/C 1 - ioT^u^t^Sj 

DA + yJUIroC:, I'sfinTJl,*)],®) , i)<ndi<a C 5 -« > ^ p - ( 

it. 1 -i/?0's:^>;i,a:3 L ;i/£, 1 p^o,^- j -/fj|,xf;i/S, 

1 -> ^ D^y^ - 2 - > f ;i/7D 1 - a ^*>)\,- 

fJ-frM, 1 -5/£ D-^*y;u^^S/;uSx 1'- P^**>;i/- 4 

ft3fe©Ttt«e<, ia»IXl±^>tttt©C,.,o7 , ;u^;b4£gj^tz3g|E8l»yi*^LT 
^p's*->;us/^D^>f-^/^;m % ^5/^p^*->;Mf-;uai, l-^^p 

So 
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<DC l .,7n>*)\,& (#fc*?$L<ttt e rt-7fjl/S) N uW&Bad* 
(1**=»SL<t±7yj(jJBl^ % JMSJB17-) aW-'hDsB^^atfiia 1^354ffl 

n*U *f*U<tt7x-;i/* N 2-^nD7!-;H, 4-r^7ir;H, 
3, 5-y-tert-7f;i/7i-;i/Sf$5o 

So 

RC*tt5 fg^ Ts «*Jg(7-Xtta»JW(?*l^?g3fH«-r5H«S**iT 
& (*St*fiL<ttt e rt-7f;i/S) , HuSWAD^jSTT- (WCIfJK 

L<tt,t h*>S) , ffiiltoC.-4ffi«™**a (ft 
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* *s m fr<o a« n s s&&-e s&£ nx i >x « <t u t±^fi«o c . .. . „ t- 

-T-bf-^T' < y - 2 -/^7*D t;i.tt s 1 -T'-fe^l/T' 5 / - 3 -*f-)\,7 
1 -7-t3-)l7 I S - 3 -**)l?-*7>tiV)l,& s 1 -7-t?-)\,7l ; 
-3-ti)i^=E^ jvra^jiM, 1 - 1 kd*$/- i -^f-;uxf-;i/S % l -y 

o 

R.C*ttS rC-.fi^l/D^ylj ^Ktt^h^yS, ter 
R.CSsttS rc, tit. ffSKB^mit* 

So 

(«fC»S U < ttx^;u4£ N y y 7-d tVl^ tert- 7^;M£) x n!jj£ 
®:rS/;i/« (WtzW$L<tt7 , -bf-;uatx ^>vW;i/Jt) AVffiiliflDC , >{&m7 
;m >s&x- IBIft * tiT t» J: u rtf 7» U (fttc 3; U < li 7 x - ;u 

U ffSb<ttx^i/7$>'3|, -fV7De;i/7 5y«, tert- 

R.fc*ttS r Btt£ttTi*T*>J:i^U'r Kiki tfciu i»ilifflC.-,ffi»7;b 
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<£) frbM&tiZW&m-ZWWkZtlT^Xb&^tUj Kg£.«u iff 3; L < 
$X&*M£=K<7)C , ioT;u^r;i/S (#f.£$Fg; L < &*1-)im, tert - 

Ri^tJlts r S^^nTUT*»«t^C3-,o>'^D7';i/Jr;i/C.- 10 ^;i/^;i/^j 

Zs?v^*-t-)i&) tt.umm<D7 u < li? x-;u 

Xl±#&tttf) C s - 1 o > 4/ d 7»;u*;i/ c , - . o t^u*;^ J Kliy^a^ 
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ttf$L<{±2- ( 1 -4 y^y^-^i/^u^-^ytD^-^y x y) 7x~ 

2, 6-i^^f^7xr;^ 2 h *i/ 7 x^;i/g, 2--hP7 
x-;u^ 4 -- h D7 x^A^ 3, 5 t e r t - 7?- )l- 4 - 1 K d 
dri/7xzi;u^, 4- [2 - ( 1 --f V^>^bi/^D^>/ij;mr;i/?> 
y) 7 x^;i/^7t-*;i/* - -;i/] 7 xx;u&T-$>So 

^X{ijjuii!i^7'v;u^-c^$nTUT-t)«t^7' $ y££ (^{z5f £ L<fi7U 
T-tr^;u7- ^ y At, t^n*;^ • y£k 1 -^f^->i'D'\+if>A^ 
-JUT'-y^. tert-7h+->*M"x;i/7^I, ^> v-i" ;UT 5. J g) 

^a»^>t,-KjRttSS*iLTtj«tOo «f*U<'tt^>^;i/iB % 7i^fM, 3 
-7xn;urDt;u^ 2 -^7^;i//^;i/4 4-t7i^M?-;H, ^> 
XfcF'J-Mk 2-^DD7x^jMf^ 3-^DD7x;;Mf;^ 4 
-i?DD7xr;MfM, 2--hD7xr;^f;i,S, 4 b D7xrjl/ 
^;M£, 2-^D-f^7-y7iz;M^i£ N 2 - (l-^fJby^DA 
*tf>*;i,:tii;i/7*5 y) 7i-)Mf;H, 2-t ert-rh*<>A;^r 
A7$;7xr;Mf;ifi, 3-7tW^7x^;Mf;i/*, 3-(l- 
;i/y7D/\Jr^>*;i,^r^7 ; ; ) 7x-;uy^;UjE, a-7^y<>y 
a-7-b1-)iT l M>/;H, «- ( l -y ^;i,:>? n^-tf 
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-JITl J) *.>i/)lM. a-^> s J<< JIT I 7M£> a-7;77i^ 

3-)V&, o-7tW^7i^f;Ul l-T-tr^;i/T<y-2- (4-b 

Xi±^ttttoc.-«(£«7»;i/*;nfil (Wr£#*L<tt**-;i^k ter t -zr?)i 

*nt^T4i^7'J-;i/fta (Wttf*L<li7iz;WS) 4SUKU 
L<li7x-;u^p}-Sx 2-KMD'fA7*>'7ir;bftJ£, 2- (1- 
J- ; }-fr^'7U'\*vy±i)\'X-)lT I J) 7ir;bf^ 2- 

2> o 

i*T*«fci> 57556 B©m*«l3tj fctt, B!ii£oiiaaxU:«'ttttoCi-.7 , ;u*;i/ 
£ («ft»SL<tt/f-;i/») , nny>^ L< t±7 yjRJgi-?* « 

*Vitt*»e)atfnsiB«i»T?iatt*ii.r *<fc^iK3RS!i* (rat*?* u < ^ 
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-r-t^;i/-4 -tr^'J 5-t*v-2-fDijyz;n, 1 -r-bf- 
;i/-2-t^D'js;-;t^ 1 -^>vi';i/- 2 - tro u y-Mt-fcSo ftiwif 
t b < a l 4 - tr^ u V)v&* l 4 - u v;i4k£<z> 

b£u witter nyi)-)i7)i*)i,& mi:W-il<li2-r^M) 
-.{£S^;i/=>^>ffi (^tJff* b<(i^ h*is&) . iMffld .{£^r;udr;^ 

£o W£U<ii7x^;Hfc x ;\D>y>|S}ft7x^;i/S> 7y^7^|ft7i^ 
Xu X 2 , Xa, XilztittZ 0\ D y>ifj tli, 7«y^^7s Jg3Ufi^\ 
Xu X 2> x 3 , x^&tts <"C-Wftisr;u^;i/Sj (tfi; b < tt^< 
Xu X:, X 3 , X<(;:fett£ •"M D y><bC.-Wg^7';i/+;i/Sj ijlJidi© 
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X., Xi, Xa, X-tCStt* r Ci-*WR7)\t-n* i s&i t\±s Ht$.L<&Ab 
Xk X», Xj, X.^ttS ry^^j ^ #f*i y <tt'<>V^;P45-pft 
X,, X», Xa, X.cc&tt* r^.;-;^ ^ «7-iu<li7x-;uJitT'$» 

So 

R' ' tfctts r 1 -il&-C 3 -.aS/£or;u*;M£j to:, ^pt^^u 
i/;^ i/9a^7f-)\,&S£"e$>Q s if * L < ti: C T '>* D3»;u*;i/J4tft »k 
.oT;i/*;i/« («rt:ff*L<tt^^*H ^;t,^ 7d.k;i/$, -fvrneA 

> fitiiliOitjHXH:4>litt«)Ci-ior;i/^=;Hl JKIil -^f;i/tr. 

2 -^fvJUt^ak 3 -^<^;u-3 -rD^^;i/^CDC 2 . »?^>rr;i, 
S) x nuiiliOC;,-,o>^D7';i/^;i/^ U < n 7d tvi/^ 

®Cs- s y^D7;^z;^) \ jffii&tDC:, i 0 v^DT;i/dr;uc ,., 0 7\n/*;i/& ( 
Rl:W$l.<li , >^n7Dt;M^H, 2-y^D7D^x^S s 2-v 
^D'OfjUfM, '>fa^*'>j\,*9-)\,& 2-i/9o'\*i,)\,x.?-)\,& 
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(35r-*u<«2-7ac-;i/t-;u^) *»e»atfn5auft»-cH***iTv^sii: 

1- (2, 2-x/f^7'Dt:;i,) ^7D^*S/;M£, l- (4-^;i/ 
^>f-;u) 5/^d^*s/;H£ n l- (2-i5 L ;i/7'^;i/) i/^D^i/;n v i 

^D^Jfy;^ l-x^D7Dt:;Mf;i/>^DA.Jri/;i/S, l-i^D^* 
:WM^;ui>y* D^rwi^ 1- (2-^7P7Dt:;nf;i/) i/^n^^ 

1- (2-i/?D'0?;HfJl/) D'Ndr^;^ l- (2-ist>U 

o lffilt«lfifcLT«tW*b<H:ia«XH:^-KttOCi .uT^*;i4£T£>S<> 
R' ' (r&ltS r l-ii-C s .,i/^D7;^r;Hj fc{±, ^?n:?.>l/>r- 

T*>*D7»;i/*;hB) , (Ti3d!OCo-^^D7 > ;u>rx;u^ (ftlz£?|; l < p 
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^^BuiEcOT-j-^^U/r-;^ (itei<tt2-7x-;^z;H) 
iStfil 5 g«lST?att* tlT H 5 d t U ^L<lil-YV7D tVb - 

d-.^^;u^^;u- 3 -v^p^>^-;i /Sn 1 - / ^ji- 2 - i, >p p ^-fe - 

>^-2-v*p^*Hr-;u£ % 1 ~^>^;u-3-v>7D^^-tr-;^ 1 
-^V^>^;b- 2 ->^p^ + -t-;^ l--f v^>^;u-3-^^n^ + 
■b-;i/^ 1- (2, 2-y^;b7D^) -2-is?v^*-ji^ j_ 
(2, 2-^^7 D ^) -3-^p^-t-;^ i- ( 4 _^ ;l ^ 

^*-tr^;i^ l-^D7Dt;i,-2-^D^tr^ 1-^ d7d 
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^-b-^flk 1 -7i^-3 - D^^-tr-;u^, l d7"p 
^- 2 -i/pu^-k-jl&s 1 -i/^D7ot;M^-3-J/^D^t^ 
;i/£s 1 -«>*D'\4r*>;M*-;i/- 2 -S'^D'N*Hrn;Ht, 1-$>£D'\*"> 
3— ^D^-trx;^ 1- (2-^^D7D^xf;i.) -2- 
i/^ p/s^F-t x;i^ N 1- (2-^^DrDt:;nf;i/) - 3 P"\*-te x 
1 - ( 2 -i/^P^.>^;Uxf-;u) - 2-i/^D^^r-fe-;i/^ l-(2 
-i/^D^>f;i.x^;i/) - 3 -i/^ D^^-fe -;i/|t x l- ( 2 - 7 n^*^ 
- 2 p^-trx;^ 1- ( 2 D^^^;i/x^;u) -3 
-S^p^-tj -;uSt$>5„ lffiHBUSfc LTftlctf $ L< fctofflXtt#«tt 

3-7fb;kjflS?i£, rpTt®?Jg. fi^S^Jg. >?A,$«L j*g?J&, j&lbkXJfl, 

Jgs U>3TM N ^x>i?j£ N £JB£«Jg, ^WMttk TX3;u^>S?Jg v it 
U*;i>BM£» 2 -T-fe K*'>M«»«5s -3 <f V = 3f->Kifi«© 

; **>*;i/*>®ig N x* >ffgig, -f ftjfi % ^>-t? 

>a;i/*>«ttL p- l*;i/x>x;i/*>$Jg, ^7* u>*;i/*>«jfigr©;uu 
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■J±»£B« ; 7 AI& ; hV**)\,-ri>& b U if-;U7> * >ig, t 

»J^>ig» K3'J>Jfi, v->^P^Jr^;i/T * >Jg, N, N' -JJ'O^if 

«fc*jattlftfci!^S«e5 ) « N --jttjS (I) t*{t*Ri:LTttl--f V 
T'^u^n'N* >>;i/g, 1- ( 2 -xf;i/7?;i) S^d^**/;^ l-^f 
v^>^;i/^*o^*^;i,J£# % Y^ltli-CO-^ X,, X«, Xi&VX* 

*«HHft£1fcH\ «nfeCETP«H4[{QSfl5ffl*«U -^TCZfc^frLl^ 
-fiat (I) T^*ns*«Wfb^«JXtt*CD|SS5±S1 : *fLf#SJfi*E«S»««J 

m. tiRm, mmm, &z.m. {'mm. mmm. ?ub#j, -ttmm, #e 

frk ttnfcftk ttflftk KSnfcflj, ^PMIUj^J. ^OTffew^nftJ, SfrOtjcti*, M 

fam, ;-)l5L\3.'<>i>)l,T)\,zi—)\,<D£. J iteT)lzi-)\,^ 

'^"^ ^U-feD-;u h 1)7*7— Y*L^j-y, 7^h-7, t>7>&0>£ 

•5&/#/k{b#K 7?7'J >g?v^-^>>i7A s ^y'j>, 9-fe »j >q?fc}g 

6ut»#k a#Js (k^j> wfiffj, mm. mm, timm, mm. ar-t^wn 

£ J: »3 8 □ Xli#fg PD5J ft # r 5 Cfc # T- g -5 „ 

±83E3l9iffJt*ji>T, -IRK (I) T-^$n4*ft«3{b^Xl±* ®EIK± 
M^^SJfifct, C E T Pfc&zmm U ^JfiltiiSlKiKiM®^M^£DC E 

o & 4 S & (w r 5 z i: #T- § 5 „ 
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x ttS'Jx «Pt»4®«l^ aft, je&AI B State 

( I) ft 1 ~ 1 0 0 Orag, 5 0rag~8 0 0 mg£&-5--f 
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(ran 

fls£#> (II- 2) (i$*v Rv Xu X 2 , X 3 ^ X^tfYttffilB® 
£) tt, ftf?rt» (VI) (5t*» Xu X»» XsJWXjttfflaBflDfcfc&'-eas) £ 
fb^ (XII) U4>, XliADy>fg^<fc D> RaVYttS&iBflDfcfcO-efcS 
) ££U^>, mJx^ut^x N-^^;u^e;u^ij > % N-^f-^f^^ 

STTf SIS* * 4 d h IZ J: *) % z £ #T g % o 

fb£& (III— 2 ) l±T2Bxe2t:J:»)<b^ (I I — 2 ) 

(XH2) 

<b£#J (III- 2) (ifcrK R, Xu X», Xa, X4&WYttH&aofc*»)T?* 
5) tt % fb£&l (II- 2) (i£cK R x Xu X., X 3 , XAJBtVY&ffimatts 

— x*y— x— t-jk i/**y>, rl»7hHcJ77>, y^vrot: 
;ux-t=;k $^h*$/x*>, h^x>, 7th>, «s«SS©W«| 

Sfc. <b^«J (11-2) XfcMb£«J (IV- 2) t± s T3Bxii3XttHg4K:J: 
»>fc£«! (HI— 2 ) A»6£fi£T*Cfc«-eSS. 
(XS3) 

<b^ (II- 2) (it*, R, Xu X,, X.-u X,SU r Y{imidi«)i:*OT'$) 
5) tt. <b£t> (III- 2) (JC*. R> Xu X:, X 3 , X4&t>-Y(iBuiil>roi:*5 
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(X*S4) 

<b£"$! (IV- 2) U4\ R\ Ru Xk X 2 , Xa, X4, YRVYil±m®(D 
t&*)X&h) li, it&® (III- 2) (it*. R, X,, X 2 , X 3 , X4SVY(S 
ifij&tf>i:£'9T-&£) i:lA7^KR,-YX (5^ R, x X&tfYtentjil>©J: 
&»)T-£>£) , -i Vy?^- hR.-NY (j£fK R ■&U f Ylii1uj&©i::fc 0"£$> 
5) . «^7^f KR.-O-YX (5£cK R, N X&tf Ytt(iOil>tf) 0 5 
) Xttf^MA^YKRi-S-YX U>K Ru XSr>*Y(ifjfjid>C7)t^»)T- 

, v^-^-tf" >, =t h 7 h K □ 7 ^ > , V7Dt;H-r;W h * -> j: £ 

73rS>/jajgTT-^^-B-5A\ /j^XISR.-COOH (5t#> R ifctiJui^OtiJ 
►3Tafei>) Xli^T^Utf^R.-YSH ('3*. R.^Yfinliinwii^^T- 
$.5) i: 1 -x^;i/-3- (3-y^f;b7<;7D^) 7j;utfsM * k ■ ig 
is^Zo^S-i/frtDmi/J \ y\ y7xr;^7*'j;i,7y h\ 7j;i^ 

tKD*^^^>>f s N-tF-aJry-5-;M;^>-2, 3 

^do^a, r-tr h - h i; ;k ?|-7tl<n77>, 
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aS4fCfhT4 J:n) , Xi±rt;i/tf>g?R,-COOH (^cfs R .fiHuiiiCD 

fc&x ft £ ffl ^ fc &»J© /j ct •} Jm&ftM-t ZZ£-Cftf&t?>Z£WT'$Z> 0 
-fti^ (IV- 2) fct x fc&ft (III-2) nmmtZZt*<, ±53X 

SEfcx.fc&fc (V-2) lirilClf!?.5X{2x-fS5' tz £ *) S £ tV? & 
ttftfn?* 0, iS5' ii^(cR 2 ^i^^nTi>t^otuT'j-;^T-^-si:# 
(XII 5) 

(V-2) (j£4\ R, R», X., X*> X», X.atfYttfllTMOi:**) 

ft6©jg£»«4\ SSKJiSAuffiT^EfcSttfcSttfc, {b£<&5 (III- 2) ( 

Rs Xu Xi, Xi, X«&tf Y(±iwi£«£:fcDT-;fc2>) AlfTKK-ffc-^ h ') 
<5lx. 7kSft*'J^A % KK^-h'J^A, £«:fr'J£A x ^SbJcHt^ h 'J 

(Ig5' ) 

itS® (V-2) (a*, R % R,, x, N Xi, X 3 , X,ZkVY(in;jjj£©t*i) 
fcfc, R 2 -SH R.ttffifidiOt* S) £IHttHb£!*iK ?K 
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(II- 2) (j^rK R x Xu X 2 , Xs, X^tfYttafiBWfcfctJ-C&S) RXf 

tzzr-. itS® (III- 2) tt-F3Bo«B-ct^j*-rs^'k*»-e*s. 

(XS6) 

(XI) (it4\ R> X., X 2 , Xz. X<J!kUYl±iim(Dt35t)X"$>Z) 
its it&®) (X) (^r|i s Xu Xa, X3&tfX4ttg&iE©i:*}!>-cfc3) £<bi§r 
& (XII) (it4\ Rv XaafYttHijiB©i:*Jt)-c*S) fc*K»J5?>, .HJxf- 

L < fi c n^^MXaKSKt, rtflJT7J2J!raffiT-eK*&£ 3 J: 
(T.S7) 

fb£&l (III- 2) (^*, R, Xu Xi, X», X<K.l7Yl*mi&<D£&t)Z'& 
3) tt, fc£«a (XI) Rx Xu Xi.'Xa, X<&tfYttiliriB©i:*5!)-e 

&5) £fffr8h)- MJ ^A, /kfiSHb^ HJ-i; A, /Kfig<b# 'J £A, JKB8*'J«>A, 

ft> £ -It 5 c t (; J; »j f 5, C # T- § % o 

ftdtt (III- 2) fct KIEOEBT-fc^fSTSZfctf-ega,, 
( T.S 8 ) 

^» (VIII) R,,#tJ?R 1I (i|B]-xtmfc^T^TJ:<**-;i, N x 
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(is <b^tt (vii) X,, x 2 . Xaatfx<ttfliriB©tfe»)"c*s) t^t-& 

(XIII) (a*, R,u RiiSVXttmMofcis'DWS) fc**5Rrt::J- HJ 

iraST -esi&$ * 5 c t iz x <o €>m? zzt # t- s % . 

(x«9) 

(IX) (*;tk R> R 1 1\ R.k Xk X*. X 3 , Xi&VY&ffij&oh 
EOT**) IS. fb^ft (VIII) (i£<K R.u R.2, Xk X.. Xa&tfXWi 

h U £A, -ftft^b^ K <J ^A^<Dii;£frJ&.&K fffKx^K ^ 

:>Vh*->x*> s wux>$©*j«Hg$^ /kxttcnecs^jsatt' 

s ttiP7^MMTT-K^£-fr£&, S^tJilfbl^tl (XII) r s X RV 

YttBiriEoi:*»3-eafeS) i:^b''J^>, h'Jxf^7$x N-**\n^;u* 

(iglO) 

(Ill- 2) R. Xk X:, Xa. X < & V Y ttHfliE© t *) T'$> 

*) &> (IX) (it*. R, Ru, R,, % X,, X., X,, X.&VYtiim 

£zkfi£{b* >J ^a, jflKfb* HJ a, j^K 
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■B- S 3 1 C «fc & ^figf 5 d i: #t S 5„ 

<b^Ba (vi) ttTSBoT.Ri ict»)<b£«i (vni) a» it 
( re l i ) 

(VI) (S*. Xk X«, X 3 J2LVX<im&(D£&i)Z'$>5) tt, <b£ 
ft (VIII) (a*K Rus Rnx Xk X:, X 3 avX4i4lWieot*j»)7?*5) 

, rh7tt-'D77X S^tf y^V7D7M-f;K i>* ;< h * <> i £ 

j&^hj^a, #l9*5R*HJ*A*?©Jgffi£?ET* Th7tc 
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■5 4 iittfr&v^n ^©iBi%tttt±T ^©*B)i©«fflrt ta^*nso 

e*- [2- (tno^;v7^) 7x-;i/] i?^;P7^ K OS ( I ) ; R = 
t-7^;k X K x. % X». X,=7k^T% Y = *;i/^=;i/, Z = 2- (HVn* 

Xfil ) (2--7^7irA) £/'X;U7^ K ( 8 . 0 0 g) , £ 'j i/ 

> ( 6 . 5ml ) pd*;ua (1 50ml) CDS-&jtt* 0*CT!J(tJtU, * 

ffliB^iSt^D^^D?^ K (8 3ml) fcii&TLfco «T*7SL ^r«UH 

i*U at*1-Sifc{3 J: OlijHfb^tt (11. 1 5g, J|2^8 3%) &'f#fc„ 

[2- [1- (2-^^;i/r^;U) 2/ * D 's ;|, ;|, 7 S y] 
7x-;u] i/x;i/7-r K (i£ (I) ; R=l- (2-xf;i,7^) s^D's* 
i'Jk Xu Xz, X.n X^ykmffi?. Y = £;utf-;K Z=2- [1- (2- 

i) 6 0%&%ft.j- h 'J -7 A (9 8 Omg) h^b h'D77>M (8 
0ml) ££iST-J8#U D^*1J->a;i,sK>|K (3. 0 0 g) OD^h^t 

hd77>»« domi) sfflTi/fc. ar»7«, imfs«tnu mizo-c 

£?$£IU 1. 5MiJf "^A-f V7*d£;U7S HOTS/^D^^-y-^S* ( 1 8. 
7ml) SiTlt. liST- 1 . 5RfBH8»U WO'Ctc^lt, 

l-7-D^-2-J:^;i/7-^> (4. 6 4g) ©^ h ^ t I* D 7 7 >»jfl[ (1 0 
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ml) tilTl/fc. »*CSl*tllffti«61i««» Ltco ZOEJfcttfc*, 

M*«Mft^- h U £ AT?«£fcUfc. &jft$ % SlftU 1 - ( 2 -x^r-?^) *, 
*n^*tfl/*;i,jt:>i8 (3. 17g, W6 4%) *f»fc. 

ii) hildi) Tf^ftfcl- (2-x^;uy^;u) d^^-9->*;u^> 
fiS ( 1 . 50g) , i&ft^if' (0. 8 5ml), mit*3-\y> (20ml 

IliftSfiu IflM^t LT 1 - ( 2 7 >^D'\JFif>*;^-;i, 

Xfll) h'X- ( 2 -7*5. y 7 x-;b) i;^;b7^ K (8 2 5mg) ffllfUs; 
> (20ml) &tt&MTttt# U €OMtc IE i i ) T-fS6ftfcfll&fiE$j 
©1- (2-i^7f;i,) J/^D^*^>*;M:zHD7-f FiSTLfc. 
«T*7&, 1 0O'CT**#«t#Lfc. fflttUfcfc. /Jc£flll;u » 

mm ; ^*+t> : ft»x^;i,= 15:1) T-*§S!!T £ d t (I «t 0 HMft^ (6 
6 7m g) 1R$3 2%) £&fc„ 
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*1 







m.p. CC) 


*H NMR (CDC1 3 300MHz) 


1 

X 


o o 

<in6 


86-87 


8.52(2H. brs) 
8.46(2H, ddJcl.j, 8.4Hz) 
7.40(2H. dddj=1.5 t 7.8, 8.4H2) 
7.21( 2H.d& J=1.5» 7.8Hz) 
6.94<2H. du J=1.5. 7.8Hz) 
1.25(1 8H. s) 


2 






8.58<2H. brs) 
8.48(2H, dd.W.5, 8.4Hz) 
7.42(2H, ddd,J=1.5. 7.8. 8.4Hr) 
7.I3C2H, dd.J-1.5, 7.8Hz) 
6.92<2H, dt, J«1.5, 7.8Hz) 
1.90-2.10(4H, m) 
M0-1.80P0H. m) 
0.78(12H, t, J=7.2Hz) 


3 


o o 

fir H t\^\ 


144 - 145 


8.93(2H, brs) 
S.5CK2H. dd,J=1.5. 8.4Hz) 
7.69(4H. dd.J-1.5. 8.4Hz) 
7.40-7.60(8H. m) 
7.3K2H. di. J-l.5. MHz) 
6.95(2H, dt. J.I.S. 7.8Hz) 


4 


u u 


156 - 157 


8.78<2H, brs) 
8.40(2H, dd.J-1.5. 8.4Hz) 
7.55(2H, 'dd.JsI.2. 5.1Hz) 
7.20-7 .45(6H, m) 
7.10(2H. dt, J=1.2. 5.1Hz) 
6.95C2H. dt, J=1.5. 7.8Hz) 


5 


0 0 


157 - 158 


8.44(2H, dd.J-1.5. 8.4Hz) 
8.04C2H. brs) 

7.41(2H, ddd.J^l.5. 7.8. 8.4Hz) 
7.24(2H. dd.J-1.5. 7.8Hz) 
6.96C2H, dt, J=1.5, 7.8Hz) 
Z.05-2.20(2H. m) 
1.20-1.70O6H. m) 
).93(12H. t. J-7.2Hz) 


6 




1 

i 

] 
1 
1 


3.5I(2H, bra) 

M8C2H. dd.J=1.5. 8.4Hz) 
7.40(2H. ddd.J-L5. 7.8, 8.4Hz) 
r.22(2H, dd.J-1.5, 7.8Hz) 
>.95(2H, dt.J^l.5. 7.8Hz) 
80-2.00(4H. m) 
.25-1.70O6H, ro) 
.18(6H, s) 
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U2 







m.p. (1C) 


! HNMR (CDQ 3 300MHi) 


7 


X 

0 


o o 

-^NH HN^ 

6^ 


X 

0 




8.46(2H, dd.J-1.5, 8.4Hz) 
8.41(2H, brs) 

7.40(2H. AfaU=15, 7.8. 8.4Hz) 
7.13C2H, dd. 1-1.5. 7.8Hz) 
6.91 (2H. dt.M.5. 7.8Hz) 
2JX)-2.15(4H. m) 
1.45-1.75<18H. m) 
U5-I.25(4H t m) 
0.87(12H. cW=*6.6Hz) 


8 


X 
0 


0 o 


X 

0 




8.50<2H, brs) 
8.49(2R dd,J=1.5. 8.4Hz) 
7.41(2H, ddd, J=L5. 7.8, 8.4Ht) 
7.15(2H. dd.J-1.5. 7.8Hz) 
6.92(2H f dui=15. 7.8Hz) 
1.89-2.00(4H. m) 
1.10-1.66C26H, m) 
0.85(12H. <U*6.6Hz) 



- 1 9 zmtzo 
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S3 



No. 


ft** 


No. 




1-1 


0 0 


1-7 




1-2 


^^^^^^^ ^^^^-^^-^ 


1-8 


o o 

X X 


1-3 


o o 

^NH HN^- 


1-9 


cirri 


M 


o o 


1*10 




1-5 


p o 


1-11 


CU„ JUO 


1-6 




1-12 
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£4 



No. 


item 


No. 


ft** 


1-13 




1-17 






1-14 


o o 
">Ah hAcC 


1-18 




1-15 


o o 
i-bu lBu 


1-19 




1-16 


O O 

A A 

<in6 





N- (2-j<)lt>7h7 *-JU) -2, 2-^^7D^>7^ K (JC ( 
I) ;R=t-7*^ X., X,, X„ X«=7K*JST? % Y = *;u*=;u % Z = 

XS2) ±B*lfcm-C»6ftfce*- [2- (tV\*Di';i/7'= J) 7iz^ 
] S>*;i/7-f K (3 0 0rag) (Dtps —]\> (0. 4ml) -f l>7tl«D77 
> (4ml) ££*«fcMTT?«#U **<b*>>j)W-h U«>A (7 Omg) 

:SfKx^b=l 0:1) T?^««5«irac4:CJ: DM-fb-&«j (8 
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4mg, HR$2 8%) 

mmmi o 

*m*;K (it (I) ;R=1- (2 l/^u^i/)^ X 

ig2) ±tanfii^i2-e#?>nfct^- [2- [1- (2-^jvy^ji) > 

9a^ir-y->ti)ix-)],7z. y] i?xn,7 <t H (6 6 7mg) , HJ 

7i;;i/*^7^ > (5 7 7mg) ^ (8ml) , zk (4ml) (Dig 

5 o°ct- i mrsm&Ltzo 1 nykmfo± h u s ^ig^^a* 
ffl&igzk-eftfru h >; ->A«Lt. attu *#*>ftt 

= 15:1) "CaRtSCfctADSBfl:^* (3 7 8mg, HX$5 6%) ft» 

fee 



^ 5 



•mm 




m.p. CC) 


l HNMR (CDCl 3 300MHz) 


9 




69-71 


8.42(1 H, brs) 

8.3K1H, dd.J=1.5, 8.4Hz) 

7.50OH, dd./=1.5. 7.8Hi) 

7.30(1H. dda,J»1.5, 7.8. 8.4Hz) 

7.00(1H, du J»1.5. 7.8Hz) 

3.08(1H. s) 

1.36(9H. s) 


1 0 


^1 1 

u (ir SH 


68.5 - 74.0 


8.45(1H. brs) . 

8.33(1H. dd.J=1.5, 8. 4 Hz) 

7.51(1H. ddj«1.5. 7.8Hz) 

7.31(1H, ddd,J«1.5. 7.8, 8.4Hz) 

7.00UH, du J-l-5, 7.8Hz) 

3,07(1 H, s) 

2.05-2.25(2H. m) 

1.20-1. 80(15H. m) 

0.79(6H. u J-6.9HI) 
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fgftfigH 1 1 

N- (2-^i/*7h7i^;i/) - 1 -> f v^>^^^'nX+-9->*^sJf* 
-y-^K (5$ (I) ; R= 1 v^*fr*/9w^**s)K X,, X», X 3 , X< 

ig6) n- (2- (i-fv^>f;w>^P^t» A;^;-^W7i 
-l-fv^>W7D^>*;i/W^ K (iS (XI) ; R = 1 - 
<< v^y?-)\,^Vu^*is)W Xu Xi, X,. X«=7M$tJ£^ Y = #;u#-;i, 
) 

2-7;;^7i;-;i/ (15. 8g) ©t'jy^ (5 0 0ml) 
STLf;. »T»Tft, 6 0*CT2I$M$IH*U ifcttLfco trU^>4«EB* 

cfcK:J:tja«^«j©iaiBl«tt (6 0g) £*§fc. 
187) ±aBX*§6) T(9 6iifeffl4)«» (6 0g) £?;^->#IMT> / 
(60ml) -rF7kpD77> (60ral) Oig^Stt^tSHIL 
x 7jcHfb*'J£A (2 4. 2g) £flOX.. £STll$IHHft#Ljfc. TOgf. 7k ( 
5 0ml) SJpi' % ^ ( 5 0ml x 30) T-&r$LfcgL *JB€fifiiB;!K& 

*'j«>AT-«f££U ^DD*UfifULt 0 *«JB*7X» fa«&igzkT-&# 

$»£^>*>T-£St#U fcC«fc 5 £H<t£«j (2 3. l g> W6 0 

%) fcfifco 

fgflSfflJ 1 2 1 8 
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m.p. 



HNMR (CDCk 300MHz) 



1 1 




109-110 



8.34UH, brs) 
8.30OH. dd.J=U. 8.4Hz) 
7.50OH, dd.J-1.5. 7.8Hz) 
7.31<1H, AJd.J-1.5, 7.8, 8.4Hz) 
7.00(1 H, dt, J=1.5. 7.8Hz) 
3.01 (1H, s) 
1.10-2.20O5H. m) 
0.85<6H, d,J«6.6Hz) 



1 2 




82-83 



8.420H. brs) 
8.310R dd.J=1.5, 8.4Hz) 
7.50C1H. dd, J=M, 7.8Hz) 
7.3K1H, ddd.J-1.5. 7.8. 8.4Hz) 
7.00(1H, dt, J*1.5, 7.8Hz) 
3.07(1H, s) 
2.O4-2.20(2H. m) 
l.25-1.75(8H. m) 
K3CX3H. s) 



1 3 




66-68 



8.270H, dd,J=1.5, 8.4Hz) 

8.26<IH. brs) 

7.50OH. dd,J=1.5. 7.8Hz) 

7.30(lH f ddd.J^l.5, 7.8, B.4Hz) 

7.00OH, duJ=1.5, 7.8Hz) 

3.06<1H, s) 

2.15-2.30(2H, m) 

1.40-1.80(9H, m) 

1.15(2H. m) 

0.85<6H, d.J«6.6Hz) 



v/8 



] 4 




120 - 121 



8.37(1 H, brs) 
8.350H. ddJ«1.5. 8.4Hz) 
7.50<1H, dd,J=i.5. 7.8Hz) 
7.31(1H. ddd.J=1.5, 7.8. 8.4Hz) 
7.00<1H, dt, W.5. 7.8Hz) 
3.07(1H. s) 
2.12-2.20<2H. m) 
U5-1.83(9H, m) 
0.97(6H, d. J«6.9Hr) 



1 5 




84-85 



1 6 




8.38(1 H. brs) 
8.32(1H, dd,J«1.5, B.4Hz) 
7.50(1H. dd,J=1.5. 7.8Hi) 
7.31(1H. ddd,J=].5, 7.8, 8.4Hz) 
7.00(1K. dt. J=1.5. 7.8Hz) 
3.07(1H. s) 
2.05-2. 19(2H. m) 
l.20-1.70(10H. m) 
0.90(3H, t, J=7.2Hz) 



93-94 



8.38(1H, brs) 
8.32(1H. dd,J=l.5. 8.4Hz) 
'.50(1 H. dd,J=1.5, 7.8Hz) 
7.30(1H. ddd.J=1.5. 7.8, 8.4Hz) 
7.000H, dl, J=1.5. 7.8Hz) 
3.07(1H. s) 
2.05-2.20(2H, m ) 
1.20-1.70O2H. m) 
0.88(3H. i, J»7.2Hz) 
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£7 







m.p. <t) 


*H NMR (CDC1 3 300MHz) 


1 7 


\ 

c 


0 

^ NH 


97-98 


8.37(1H. bn) 
8.31(1H. dd.J=s].3, 8.4Hz) 
7.50C1H. dd.J=1.5. 7.8Hz) 
7.301H, ddd.M.3. 7.8. 8.4Hz) 
7.00(1H. duJ=1.5. 7.8Hz) 
3.07(lH t $) 
2.05-Z2OC2H, m) 
U0-1.7OC14H, m) 
0.87<3H. u J=7.2Hz) 


1 8 


o 


o 

. 


92-93 


8.42(1H, brs) 
8.32(ia dd,J=1.5 ( 8.4Hz) 
7.5I(lH t dd.J=J.5. 7.8Hz) 
7.3K1H. ddd, J= I J, 7.8. 8.4Hi) 
7.00(1H. di,J=1.5. 7.8Hz) 
3.07(1H. s) 
2.06-Z20C2H. m) 
1.20-1.95(1 IH. m) 
0.89(6H. d,J«6.6Hz) 



*fcx mmmi 1 £mmzi,Tm8<Dit'&®i 1 - 1> 1 1 - 2^mtzo 



No. 




No. 




11-1 


O 


11-2 


T. 



HflfiffJ 1 9 

K (5t (I) ; R= 1 -A*)\,i,*D<^*i>JW X„ X 3 , X«=/k 
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VM8) N, N-i?.X*\fl/*-*a;W<<>« S- (4~A h^ri/- 2-- h 
D7x-/io x^^;u (it (VIII) ; R,k Rn = yf-;k Xk X=k X.=7k& 

A^b^M^A (1. 04g) 0^^f;i/*M7; K (40ml) «S®$ 
mz s 0*CT«#T* 4 h ^r->- 2 KP7x>-;i/ (4. 0 0 g) 05^ 
^W*M75 K (20ml) »*S«Tlfc. «"F*7Sk ^rS7?30^ia 
fli#U lEt^^f ;^*;i'A- ; E'f;^D7'f K (3. 6 5g) £/jn*T, 8 

ftStt (5. llg, JR4S8 4%) Sf^t. zro^fig^l (3. 50g) l;7iz 
;i/o:-^;u (10ml) 2 1 0 "CT 1 II* RUMttL/tgL JttttLfc. COD 

= 7:1-3:2) T»3K!-f S C 1 1 «fc DSStfb^tl (3. 35g, IR$9 6% 

) 

xg9) N, N-yyf;bft*;wi;>H S- [2- (l-^f;k>7D 
^>*^;b7<» -4 -X h^>7iz;H x7^;u (& (IX) ; R 
= 1 -^f;^^P's^-/;K R 1U Rnr/fjK X., x,s x<=&mmT; 
X* = p<h*^ Y = ^^^-:^;u) 

±&Xfi?8) -cmhtiiHt&to (2. 0 0 g) MSnCl ■ 2H,0 (3.6 
5g) fflff|fcx*-;u (75ml) fcttfcMT? 1 

®x^;u (10 0ml) *AoA % K^-C*BJMb* h V £A/)c}g?#£an;U fiS$v 
^**>*A£flii;tT«riilT5Blfc*tt£ L£<, ttttSSttr S d tz J: 0 N , N 

-Wf^ti*^ ~ >g» S - (2-7-;-4-^hJry7iZjl,) 317, 
t^M 1 . G4g, HX*9 3%) zmtc 0 cti£\f*)i?> (2. 9ml) &tf7 
DD*n,A (2 0ml) fcflux., M*ttfli>"T- 1 -^f-;i/->^P's*-y->*;i/ 
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k ( i . 3 9g) &$tu immmnLtzo 

^^77^- ; : Mif^= 3 : 1) tSlfitSCJilC 

ct 0 a&Sfc^tl ( 2 . 4 1 g , JR$ 9 5 %) 4f§fc 0 

r.ffi i o ) ±aax« 9 ) -cmzntzits®} (250 m.g) &*iHta >j * a ( 

1 4 Omg) , ^;-;K1..5ml) -f F7th*D77> (0. 5ml) 

ammiz.M*.x* 3 o^>iaijn*AjaaiL/io &*uaz.-z. ^*#-> 
uTw^nfe«iis&*7A^n^ bv^yj- muamm •, ^*v-> : mat** 

;u=4 0: l). -efiigKi-rsc:i:tJ:»3*jffi{btfrtt (l 0 4mg, JR*5 2%) & 

fitZo 

vmm 1 9 tmmz ita 9 (Ditswizmtzo 
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its® 



1 9 




M0O 



m.p. (TC) 



HNMR (CDC1, 300MH2) 



8.75(1 H. brs) 
8. 19(1 H, d,J*2.7Hz) 
7.42(1H. d,J=8.4Hz) 
6.57(1 H, dd,J-2.7. 8.4Hz) 
3.820R s) 
2.9K1H. s) 
2.05-2. 15(2H, m) 
l-25-1.70(8H, m) 
1.30C3H. s) 



2 0 




103-107 



8.59(1H. s) 
8.34(1H. brs) 
7.61(1H, s) 
10(1H. s) 
2.00-2.20(2H, m) 
1.10-1.75C13H, m) 
0.86(6H, d.J=6.6Hz) 



2 1 




56-57 



8.750H, s) 
8.55(1 H. brs) 
7.60(1H. s) 
3.09(1H. s) 
1.10-2.20(1 3H. m) 
0.87(6H. d, J*6.6Hz) 



2 2 




SH 



83.5 - 85.5 



2 3 




2 4 




8.44(1 H, brs) 
E-22(IH. d,J=1.5Hz) 
-33(IH f d.J=7.8Hz) 

6.83(IH, dd.J=M t 7.8H2) 

2.96CIH, s) 

2-34(3H. s) 

1.10-2.20O5H. m) 
l.85(6H, d.J=6.6Hz) 



85-87 



8.50(1H, brs) 
U70H, dd,J=1.5. 8.4Hz) 
' 21(1H. t. J=8.4Hz) 
.00(1H. dd,J«l.5. 8.4Hz) 

;.73(1H. brs) 

2.47(3H. s) 

2.05-2.20(2H. m) 

1.10-1.7SC13H. m) 

0.86(6H. d.J=r6.6Hz) 



71-72 



8.20(1H ( brs) 
8.12(1H. d,J-8.4Hz) 
7.31(1H. s) 
7.10(1H, d,J=8.4Hz) 
3.05(1H, s) 
2.28(3H. s) 
2.08-2. 16(2H, m) 
1.13-1.60O3H. m) 
0.85(6H, d, J=6.6Hz) 
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Ufc, $16091 9krattCLT*l OOft^ftl 9- 175S1 9-9£f#fco 



si o 

SI 0 
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•mm 2 5 

S- [2- (l--f v^>^;u->^D^^ff->*;i/^-^7'^ j) 

7in;U] x*?;p (j£ ( I ) ; R= 1 - ^M>f;^?DA^>jl,, Xu X 

US 4 ) ±3CKi«S«l 9 © T.S 2 ) , .JiBfcllifl 1 1 ©XU 7 ) Xtt±32£Jfc01 
19cox.fi 10) fclSJflUiLTftfcftfcN- (2-^t*/h7x^) -1- 
4 V'^^x^D'v*-^*;^*-^ K (6 0 Omg) &Uf£'J»>*> (0. 
4 8ml) ^dd*;i<a (10ml) aSf**3S*tti#Tl=* 7tf;^D7 

P (0. 17ml) fciTFU lffiS^Wtfeo JgHEfcfitesLTra&ftfcaiS 
^iJWM7Ai7D7^77^- (ISDfl&ft ; ^^r-tl-> : lfls»x*;i,= 1 . 
2:1) tlB®r5iJ:{=«fcOKIflfb^«! ( 6 6 6mg, 1R*9 8%) fcfffc. 
ftfEflU 2 6 

2 -^^;u^^7-Df^->|g! S- [2 - [1- (2-x*-;u7*;i/) 

y] 7i_/l] xt>x;u (it (I) ; R=l- (2-x 
X,, X,, X 3 , X.=3k*iB^ Y = ^;U^x;u 

XfI4) ±S5!tt<«l OtfftfcilfcN- (2->^7-h7iz^) -1- ( 
2-x?-;u?*f\M,) v^D^^tt^^^i-^lt^ K (4 3. 7 2 g) Mb' 1 ;^ 
> (2 7. 7ml) C^DD^i, (3 0 0ml) Kfc, -f V 

7f-U;^D70' (15. 0ml)$ifU lWrafflttbfc. S«!4B5fcL 

5.-1) z-mmtzztiz* somite?® (50. 7 2 g% 42*9 5%) 

o 

%8fcfll 2 7 

2-^«/ctt>(g"S- [2- (lHV7f;^D^t>* 



WO 98/35937 



PCT/JP98/00542 



80 

i^7^) 7i-;i] x*^;U (it (I) ; R= 1 --fVWi/^D'N 
*:Wk X., X*. X.i, X. = /1<m^7% Y = rt;u*n;k Z=^V7>'JJ1/) 

77f-Ay^n / \^i)->ij|/t; :J f1t; F (2. 50g) Mt'Jy> (1. 8m 
1) c7)^dd*;|/A (2 5ml) ig^fc^Si^mriiTt^ ^V7f'jj^D7^ 

k (o. 9 2mi) 2!«tl, lmnmwLtzo mm*®** \,x® zntzmmz 

: i) x^mtzztizx.'o-Mmit&y) (2. 9 4g, 112^95%) zntzo 
■-mm 2 8 

1 -T-t-^l/e^ 1 ; is>-4 -?-7i-t>JlX>® S- [2- [1- (2-xf- 
•>^D's^-y->^;i/7tf-;u-7'^y] 7x-ji/] ixf;i- (.£ (I) ; 
R=l- (2-x^;i/7^;i/) i^D^*:Wk Xu X*. X 3 , X>=tK^-7 1 

VM 4 ) VM%mm I OX-mmtzN- ( 2 - /• 7 h? x x;u) - 1 - ( 
2 -x^;i/7-f-;i/) »>^p^^rt»->*^*>-9-< H ( 9 3 3mg) #t>'£t>y> 
(0. 5ml) ©^dd*;ua (1 0ml) »**^ilT, 
'•^f-^fig (5 0 0mg) , l-x^;u-3- (3-^f;i/7;;rDh» 
*^*5*-f < K (6 16mg) , 1-h h'D^v^W h ')TV-)l ( 

4 3 5mg) cq?dci*;ua (10ml) &$£?i!57U 1 l$IU]tf!iJt L£„ JEW 

y-^= io:i) T-i3K-r5^ticj:o«^ti ( i . 08g, mm 7 9 % 

) £i#fco 

mmm 2 8 • 
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'Mfam 2 8 (Dib&to ( I ) ;R=1- ( 2 s^n^vfrj, 
;k Xi, Xsx X4=7K^Kr% Y = ft;u#x;i, N Z = 1 -r-t^u- 4 - 

nil 4) l -r-b?-;n'v-^^>/9 (3 3 l g) ©Mif ;u (2 1) jg 
iSi{:7;i,n>^ h 'Jx*-;^ 5. > (5 4 1ml) £SUx.. /K^TOtfL 
feo ^©S/^fZ^ pp$®x?-;u (1 8 5ml) 0)fi|sf&x*-;u (4 0 Oml) 
^«TU SfZWUlzli 1 0 O^HIttfliUfco *HM», dOEfcH! 

£Jiild&K&0U 0"ef&6nfcN- (2-^;W7|«7i^) -l - (2-x*- 
;i/7^;i/) */ 9 u^*V l K ( 6 1 8 g) <DJ&«x*-;i, (21)$ 
^SiTU 1 5*>lffl«MsUfc, fii#& x 1 N#n$ ( 1 . 3 1) 

7"dk;i/x— (2. 5 1) £«f#bfc& % Mrrt:<t!)ffl^4f3fe, ft 
6ntfflfe-£^^f f,Cy-f v7d t;n-r;i/ (5. 5 1) tc/jn£A$$?L*:?£, 
mni&tirlz X 0 «ffi<bl&«0 ( 5 0 5 g, IR« 5 5 %) Sf#fc„ 
%Mfl2 9rt56 5 

Hifc#J 2 5 , ^£K^J 2 6 , %lf&m 2 7 , »0>J 2 8 Xtt!5tt»0>J 2 8 ' t ffittfc 

bra 1 1 ih^M. 1 7 (Dfc&wzmtzo 
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2 5 




item 



NH 



26 




2 7 




m.p. 



54-55 



63.0 -63.5 



' HNMR (CDC1 3 300MHz) 

|8.34(IH, ddj=1.5 t B.4Hz) 
8.05OH, brs) 

7.460H, ddd,J=|.5, 7X 8 4Hz) 
7.39(!H. dd,J=i.5, 7.8Hz) 
7.12(1H, dU=1.5. 7.8Hz) 
2.45C3H. s) 
2.03(2H. ro) 

I1.I0-1.6KI3H, m) 

|O M(6 H, d.J=6.6Hz) 

f.40(lH. dd,J=1.5. 8.4Hz) 
J8.12(1H. brs) ' 
|7.45(1H, ddd.J=l.S, 7.8. 8.4Hz) 
7>38(1H, dd.J-1.5, 7.8Hz) 
7.11(1* dt.J-1.5. 7.8Hz) 
2.94(2H. sept, J=6.9Hz) 
1.95.2^0(2H. m) ' 
U5-1.7505H. m) 
1.30(6H. d,J=6.9Hz) 
0.78(6H. 1, J«6.9Hz) 



2 8 




2 9 




3 0 



NH 




8.39(IH. dd.J=].5, 8.4Hz) 
8.10(1H, brs) ' 
7-45(lH, ddd.J=IJ. 7.8. 8.4Hz) 
7.38<lRdd.j=:l.5, 7.8Hz) 
63.5 - 65.5 |Z "5i"* dU=1.5, 7.8Hz) 
2.94(2R sept. J=6.9Hz) 
L95-2.10(2H. m) 
K10-1.85(UH. m) 
1.29(6H, d,J=6.9Hz) 
0.87(6H. d.J«6.6Hz) 

|SJ7(1H. dd.M.5. 8.4Hz) 
8.03(1* brs) 

7.4*{1H, <UdlJ=ilJ ( 7.8. 8 4Hz) 
7.36(1H, (KW-l.S. 7.8Hz) 
7.110H. dUJ-I.S. 7.8H1) 
J4.58UH. m) ' 
89 0-91 5 |3 88(1H. oO 
V, D 3.I8(IH, no 
2.9K1R oO 
2.B2(1H. nO 
I.95-2_20<4H. m) 
2 I1PH. $) 
U3-1.85<I7H, m) 
|0 7»(6H. u J«6.9 Hg) 

8.52(IH, brs) 

,8 42(1* ddj=l. 5 , 8.1Hz) 
8J4(2H, dd.J=1.8, 6.9Hz 
144 - 145 *?°< 2H ' *W=1.8. 6.9Hz 
144 145 7.54(1H, ddd.J=l.5. 7 5 8 IHz) 
7.45(1H. dd^JM S. V iHz) } 
|7J3(1H. dU-lJ. 7.5m) 
1.34(9H. s) ' 



41 -42 



« -39(1H, *U=I.5. 8.4Hz) 
8.07(1 H, brs) ' 
7.44(1H. ddd,J=1.5 ( 7.8, 8 4Hz) 
7.36(!H.dd,J»l.5/ 7 .8Hz) ' 
7-10(lH. duM.5, 7.8Hz) 
1-96-2.05(2* m) 
U5-1.65(8H, m) 
I.35(9H, s) 
1.22{3H. .1) 
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Si 2 



ft** 



61-62 




'HNMR (CD C1 3 3°0MHz) 

8.32<1H. 4U-1.5. 8.4Hz) 
7.85(1H. brs) 
7.20-7.50<7H, m) 
7.10(1H. dt. J=1.5. 7.8Hz) 
3.94<2H f $) 
117(9H, s) 



8.40OH, dd.M.5, 8.4Hz) 
8.17(IH. bn) ' 
8.05(2H. m) 

7.66(1H. ddd.J«l.5, 7.8, 8.4Hz) 
7.43-7.60(4* m) ' 
7.17(IH. dt,J=1.5, 7.8Hz) 
l.85-2.00(2H, m) 
1.10-1.70(8H, m) 
" 18(3H. s) 



8.39(IH. dd,J=1.5, 8.4Hz) 
8.04(IH, brs) 

7.45(IH. ddd, J=1.5. 7.8, 8.4Hz> 
7.36UH, dd,J=1.5. 7.8Hz) 
7.10<1R dt. J-1J, 7.8Hz) 
2.00-2.03(2H. m) 
U0-1.60O3H. m) 
1.35(9H, 3) 
0.85(6H, d,J*6.6Hz) 



-39(1H, dd,J=1.5. 8.4Hz) 
7.98(1H, bn) ' 
7.470H. dddLJ-1.5, 7.8. 8.4Hz) 
7.09.7.38C7H. m) ' 
5.85(IH. d.J=7.8Hz) 
S.04(1H. dU«5.7, 7.8Hz) 
3.20(1H. dd.J=6.0, 14.1Hz) 
<MLJ-7-3. 14.1Hz) 
1.97-2. 1 0(5H, m) 
l.OO- 1.80(1 3H. m) 
0.8l(6H, d, J=6.6Hz) 



9.42(1H. 1) 
9.14(1 a d.J-5.1Hz) 
8.90(1H # d,J«8.1Hz) 
8-32(1 H. d.J»7.8Hz) 
8.I20H. m) 
7 89(1H. s) 
7.58(1H. l J-7.8H1) 
7.49(1 H, d. J-7.8Hz) 
7.24(1* J.7.8HZ) 
3.W(1H. brs) 
1. 19- 2.(D(2H, it* 
1.07-1.60(13H. m) 
"■80(6R d. K6.6H2) 



8.35(1H, dd.J-1.5, 8.4Hz) 
7.93(ia brs) 

7-50(1* ddd. J=1.5, 7.8. 8.4Hz) 
7.40(lH f dd.J-1.5. 7.8Hz) 
7.15(1H. dt.J-l.S ( 7.8Hz) 
4.28(2H, s) 
1.96-2.09(2H. m) 
1.09-1.65<13H, m) 
0.85(6H. d. J«6.6Hz) 
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84 



mi 3 




HNMR (CDCI 3 3 °0MHr) 



8.37(1H, dd,J«L.5. 8.4Hz) 
7.98(1H, brs) 

7.47(1H. ddd.JM.5, 7.8. 8.4Hz) 
7.39(1H, dd,J-lJ.7.8Hz) 
7.13<1H, dU=1.5, 7.8Hz) 
4.19(2H. s) ' 
3.58C3H. s) 
1.95-Z10(2H. m) 
I.05-1.65O3H, m) 
0.84<6H, cU«6.6Hz) 



8.35<1H, dd. Smlj, 8.4H1) 
8.06OH, bn) 

7.450H, ddd. J«l,5, 7.8. 8.4Hz) 
|7.39(1H. dd.J=1.5, 7.8Hz) 
7.I70H, dt.J-1.5, 7.8Hz) 
2.72(2R q.J=7.5Hz) 
I.95-2.10(2H, m) 
1.10-1.60(13H. m) 
1.24(3* U-7.2Hz) . 
0.85(6H, <W=6.6Hz) 



8.37(IH.dd.J=lJ, 8.4Hz) 
7.90OH. bn) 
6.90-7 J0(8H. in) 
4.79C2H, s) 
1.00-2.00(15, m) 
0.83(6H. d,J«6.6Hz) 



8.30(1H, dd, J-I.5. 8.4Hz) 
8.00C1H. brs) 

7.40(iH, ddd,J=1.5, 7.8. 8.4Hz) 
7.33(1H. dd.J«1.5. 7.8Hz) 
7.06OH. *.J«1. 5. 7.8Hz) 
2.88(1H. m) 

1.94-l.98(2H. m) 
1.07-1.S1(13H. m) 
l.24(6H. d.J=7.0Hz) 
0.85(6H, d.J=6.6Hz) 



I8J5(1H. dd, J.I.S. SAHz) 
7.87<IH, brs) 3 
I7.480R ddd.J-1.5. 7.8. 8.4Hz) 
7J7(IH. dd, J-l.5. 7.8Hz) 

7.I4(IH. J-1.5, 7.8Hi) 
6.93(2R m> 
4.78<2R s) 
1.90-1.94C2H. m) 
, 1 .07- 1.58(1 3 H. m) 
0.83<6H. d.J-6.6Hz) 



8.3KIH. dd,J=1.5. 8.4Hz) 
8.09(1H. brs) 

7.45<1H. ddd, J= 1. 5, 7.8, 8.4Hi) 
'7.4K1H. dd.J^l.5. 7.8Hz) 
7.100H. dt,J=l.5. 7.8Hz) 
1.92-2.25(3H. m) 
i.0(M.75(]7H ( m) 
0.86(6H, d. J=6.6Hz) 



WO 98/35937 



PCT/JP98/00542 



85 



mi 4 




m.p. <t) 



HNMR (CDC1 3 300MHz) 



8.36UH, dd,J= 1.5, 8.4Hi) 
8.05(lH r bra) 

7.44(1H. ddd,J»1.5. 7.8, 8.4Hz) 
7.37(1H. dd.J=1.5, 7.8Hz) 
7.12CIH. duJ=1.5. 7.8Hz) 
2.5S-2.750H, m) 
1.95-2. 10(4H, m) 
.]0-1.85(2IH. m) 
0.85C6H. d. J-6.6H2) 



8.38(1H, d.J**.7Hz) 
8.15(1H. brs) 
8.04-8.08(2H, m) 
7.66(IH, m) 
7.48-7.55(4H. m) 
7.16(1H, dt,J=I.2. 7.8Hz) 
193-2.14(2H. m) 
I.07-1.5IO3H. m) 
0.78<6H, d.J=6.6Hz) 



136 - 138 



8.41<1R dd. J-1.5. 8.4Hz) 
*.0I(1H. bra) 

M(\H. ddd.J-1.5. 7.8, 8.4Hz) 
7.34(1 H. dd.J.1.5. 7.8Hr) 
^.23(ia d.J-7.1Hz) 

MIOH. du Joij, 7.8H2) 

,72<IH. brs) 

i.41(ia bn) 

.69(1H. m) 

.95-2J8(6H. m) 

.0S-1.70U3H. in) 

U5(6H. dLJa6.6Hz) 



-92 



8.42(1H. dd.J-1.5. 8.4H Z ) 
.99(1H, brs) 

.47(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7J7UH.dd.J-l. 5. 7.8Hz) 
7.12(lH f dt, J=l.5. 7.8Hz) 
2.64(1H, brs) 
1.90-2. 10(2H, m) 
1.05-1.70<13H ( m) 
1.54(6H, s) 
0.86(6H, d,J=6.6Hz) 



144-146 



90C3H. brs) 

.07(IH, dd.J»1.5. 8.4Hz) 
•98(1H, s) 

.42(1H, ddd,J«1.5. 7.8. 8.4Hz) 
•41(1H, dd.J-1.5. 7.8Hz) 
10(IH, di. J-1.5. 7.8Hz) 
95-2.20(2H, m) 
.10-1.85{21H, m) 
0.84(6H. d, J=6.6Hz) 



46 



8.37<1H. ddJ=t.5. 8.4Hz) 

'.93(1H, brs) 
43(1H. ddd, J.1.5. 7.8. 8.4Hz) 
35<IH. dd,J=U. 7.8Hz) 

.09(1H. dt.J=1.5. 7.8Hr) 

:.05-2.20(2H, m) 
1.45-1.75(9H, m) 
1.36(9H. s) 
MO-1.25(2H. m) 

86<6H, d. J=6.6Hz) 
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SI 5 







m.p. oc) 


l HNMR (CDCI 3 300MHz) 


4 9 




50-51 


8.33(IH, dd.J-1.5, 8.4Hz) 
7.950H. brs) 

7.46(1H, dd<U=1.5, 7.8. 8.4Hz) 
7.40(1H. dd.J=L5. 7.8Hz) 
7.120H, dt.J-1.5, 7.8Hz)_ 
2.46(3H. s) 
2.05-2J5(2H. m) 
1.40-1.80(9H, m) 
1.10-1.25(2H. m) 
0.87<6H, d, J-6.6Hz) 


5 0. 


a 


129 - 130 


8.72UH. s) 
8.01 (1H, brs) 
7.44(1 H, s) 
1.90-2. 10(2H. m) 
1.10-1.75(1 3H, m) 
i.35(9H, s) 
0.85(6H, d, J=6.6Hz) 


5 1 


a 


66-67 


8.68(1H. s) 
7.88(1 H. brs) 
7.43(1H, s) 
2.05-2.20(2H, m) 
1.30-1.75(9H. m) 
1.35(9H. s) 
1.05-l.20(2H, m) 
0.86(6H, d, J=6.6Hz) 


5 2 


C 


o 


69-71 


8.82(1H. d, i~\.5Hz) 
8.16(1H. brs) 
7.48(1H, d, J=8.1Hz) 
7.34(1H. dd.M.5. 8.1Hz) 
L90-2.15(2H, m) 
1.05- 1.75(1 3H. m) 
1.37(9H, s) 
0.86(6H. d, J=6.6Hz) 


5 3 




i 


8.350H <kLJ=l 5 S dH*t 
8.05(1H. brs) 

7.47(1H. ddd.J=1.5, 7.8. 8.4Hz) 
7.39(1H, dd.J=1.5. 7.8Hz) 
7.13(1H; dt, J=1.5. 7.8H2) 
2.74(2H. u J«6.9Hx) 
2.40<2H. l J=6.9Hz) 
1.90-2.10(2H, m) 
1.05-1.90O7H. m) 
[>.86(6H. d,J=6.6Hz) 


5 4 


a 


0 

^ NH 


i 
< 


U9(IH. dd.J=1.5. 8.4Hz) 
8.27(1H, brs) 

r.52(lH. dd,J=1.5. 7.8Hz) 
M7(IH. ddd,J«i.5, 7.8, 8.4Hz) 
M1(IH. di, J-l.5. 7.8Hz) 
J.84(3H, s) 
UX)-2.10(2H. m) 
L10-t.65(13H. m) 
).85(6H. d, J«6.6Hz) 
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Si 6 





ft** 


m.p. (t:) 


! HNMR (CDCI 3 300MH2) 


5 5 






8.44<IH. dd.J=L5. 8.4Hz) 
8.290H. brs) 
7.35-7.55(7H, m) 
7.13<IH. dt, J*1.5, 7.8Hz) 
1.95-2.15(2H. m) 
t-25-I.70<8H, m) 
1.27(3H. s) 


5 6 


u (irY s iD 


40-41 


8.58UH. bra) 
8.42(1H, dd. J»K5. 7.7Hx) 
7.6I(1H, dd,J=K5. 7.7Hz) 
7.53(1H, dt, J=1.5, 7.7Hz) 
7.10-7.35(7R m) 
2.03-2.09<2H. m) 
1.09-1.59(13H. m) 
0.78(6H. d, J=6.6Hz) 


5 7 


o 


103 


8.80(IH. d, J=lJHz) 
8.16(1H, brs) 
7.48(1H, d,J=8.1Hz) 
7.35(1H. dd.J=l.5, 7.8Hz) 
1.37(9H. s) 
1.30C9H. s) 


5 8 


X 
0 

Me 


o 

Ay 




8.22<1H, d.J-l.5Hz) 
8.03(1H, brs) 
7.26(1H, <U=7.8Hz) 
6.93<IH, dd.i=lJ, 7.8Hz) 
2.43(3H. s) 
2.38(3H, s) 
1.10-2.10CI5H. m) 
0.85(6H, d, J=6.6Hz) 


5 9 


G 


o 

cirY 


76.5 - 79.0 

1 


8.38(JH. <fcU=1.5, 8.4Hz) 

ft 11/1U Uwm\ 

7.47(1H. ddd,J=1.5. 7.8. 8.4Hz) 
7.40(1H. dd,J=:1.5 ( 7.8Hz) 
7.12(1H, dU»1.5. 7.8Hz) 
2.46<3H, s) 
2.00-2.1 5(2H. m) 
U5-1.70O5H. m) 
X79(6H. t, J=6.9Hz) 


6 0 


d 


o 

A 

NH 


1 

! 

64.5 -66.5 " 

] 
] 
] 
C 


5.42<1H, ddJ=U, 8.4Hz) 
Ul(IH, brs) 

7.45C1H, ddd,J=1.5, 7.8. 8.4Hz) 
7.36(1H. dd,J=1.5. 7.8Hz) 
U0(1H, dt. J=1.5. 7.8Hz) 
1.95-2.15C2H. m) 
M0- 1.75(1 5H ( m) 
.36(9H, s) 
).79(6H, t, J=6.9Hz) 
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6 i 



6 2 



m.p. (t) *H NMR (C DC^ 300MHz) 

8.40(]Rd<U-i.5, 8.4Hz) 
8.06(IH, brs) } 
P.47(1H, ddd, j=1.5. 7.8, 8.4Hz) 

^ -«W Jag- J 1-15.7^ 

3.59(3H. s) 
U.95-2.15(2H. m) 
U0-1.75(15H, in) 
0.79(6H, i, J«6.9Hz) 



6 3 



6 4 



8.440H. dd. 1.5, 8.4Hz) 
,8.06(lH f bn) 

7.47(JH. ddd.J=1.5, 7.8. 8.4Hz) 
7.37(1H. dd. J-1.5, 7.8Hz) 

68.0. 70.0 GgftSJ- 1 " 1 - 5 - 7 8Hl) 
2.00-2. 15(2H, m) 
1.15-1.75(I5H. m) 
,1-54(6H. s) 
0.78(6H, i, J=6.9Hz) 



|8-39(1H, dd.J=1.5, 8.4Hz) 
7.95(IH, brs) * 
7.48(1H. ddd.J^I.5. 7.8, 8.4Hz) 
7.38<1H. dd,J=J.5. 7.8Hz) } 
7.32<2H, m) J 
62.0-63.0 7.14(1H, di.J=1.5, 7.8Hz) 
6.94(2H, m) ' 
4.78(2H, s) 
1.85-2.05(2H. m) 
IMS-X.70C-15H. m) 
J0.77(6H. i. J=6.9Hz) 



8.40(1H. dd,J 
7.92(1H. brs) 
7.49<IH. ddd,J=l.J 



1.5. 8.4Hz) 



7.8. 8.4Hr) 



6 5 



7.39(IH. dd.J«l.5. 7.8Hz) 
« , 7 *33<2H, m) 
61.0-65.0 7.15(1H, dt, J=1.5. 7.8Hz) 
6.96C2H. m) } 
48Q(2H. i) 
».85-2.00<2H. m) 
1.20-1.80(1 IH, m) 
0.86(6H. d ( J«6.6Hz) 

8.38(1H, dd.J=l_5, 8.4Hz)" 
8-02(1 H. brs) ' 
7.47(1H. ddd,J=I.5. 7.8, 8.4Hz) 
^<;H.dd,J=1.5. 7.8Hz) J 

ji». l S:ft , - IJ - 7 » 

2.92(1H. m) 
2.78{1H. m) 

1 90-2.20<4H, m) 

2 IK3H, S ) 
I 20-1.85O3H. m) 
0.87(6H, d, J=6.6Hz) 
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tits %mm2 57bmmmm2 8 fcwwcuT* i 87bm%2 7 cuts® 2 5 

- 175M2 5 - 1 0 9 tmzo 



No. 




1 No. 




25-1 


o 


25-7 


o 


25-2 


\^ o 


25-8 




25-3 


o 


25-9 


o 


25-4 


An 


25-10 


o 


25-5 




25-11 


0 


25-6 




25-12 
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92 
*2 1 
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93 
*2 2 




W098/35J37 



PCT/JP98/D0542 



96 
£2 5 



No. 




No. 'ffc'&ft 


25-85 


a 




25-86 


ct 


~H — ^ — 

\ u Av se 


25-87 


' cr^f* ° ho 
a 


j O 


25-88 






25-89 


V 


» CfL oft} 


25-90 


0 


° 0 
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m2 7 



No. 




25-109 


o 



mmm6 6 

2, 2-y^^l/^7Dtt>68 S- [4, 5-S?*dd-2- 
E=l--fV7D^J/^D^^, X., X^tK^IP-T, X,, X 3 =£fJil£ 

*ti)l^l>m S- [4, 5-y^DD-2 - (l--fV7D^y^D^ 
^>*;UJtfr.;U7 $ y ) 7 x - Jb] JLXy'Jl (8 6mg) StfTki&fhfc 'J ^ A ( 
50 mg) ©rh7tFD77> (0. 5ml) (1ml) ii-^jg 

A (10ml) TttiHUfc. dOttiBttK:h:';5?> (9 0^1) ^^n^r^is^ 
«*T\ ^D^;^D7-f h" (4 1 ac 1) £jQ;tT, l*IHtt#Ufc. 
SSLfci, Si£t£i> , J*'7';b:27-7A£DV h^77-f - (/^&f!?gi£ ; 
:SSI X ^=2 0 : 1) TfcSir J: DMfl^fc (2 4mg, Jfc$2 

7%) £$fc 0 
fgfljfr] 6 7M8 1 
%mmS 6 £:|3|$tCLT3S2 8 73fS£3 0O<b^«j*»fc. 
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$2 8 





KG® 


m.p. 


*H NMR (CDC1 3 300MHz) 


6 6 


a 


% 

^ NH | 

a 


92-92 


8.75(1H, s) 
8.0K1H. brs) 
7.44(1H. $) 
1.95-2.KX2H, m) 
1.10-l.75(9H. m) 
1.34(9H. s) 
0.91 (6H. d,J=6.6Hz) 


6 7 


a 

c 


7° 

' NH | 

Ci 


95-96 


8.73{1H, s) 
8.10<1H, brs) 
7.44(1 H, s) 
i.85-2.00(2H. m) 
1.10-1.70C8H. m) 
l.34(9H. s) 
0.89(6H, m) 
0.35-0.47(4H, m) 


6 8 


CI 


109- no 


8.67(1 H t s) 
7.61(lH t brs) 
7.44(1 a $) 

2.06(IH, quint, J»7.2Hz) 
0.85-1.85(1 IH, m) 
1.36<9H, s) 
1.18<3H. d.Js6.6Hz) 


6 9 


CI 


109-110 


8.71(1H. s) 
8.01(1 H, brs) 
7.440H, s) 
1.95-2.05(2H, m) 
I.05-1.70(18H, m) 
1.35(9H, $) 
0.84(3H, t. J=6.7Hz) 
0.84(6H. dJ=6.6Hz) 


7 0 


c 

c 


0 

a 


116- 117 


8.76(lH f s) 
o.iilin, at*/ 
7.44(1H. s) 
2.02-2.15(2H. m) 
L20-1.65(8H. m) 
1.34(9H, s) 
0.55-0.65(lH, m) 
0.35-0.45(2H, m) 
0.01-0.02(4H. m) 


7 1 


a 


111 - 112 


8.70(1H. s) 
8.03(1 H ( brs) 
7.44(IH, s) 
1.9O-2.10(2H. m) 
0.75-1. 75(2 1H, m) 
l.36(9H, s) 
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£2 9 



its® 



m.p. ec) 



HNMR (CDCI 3 300MHz) 



7 2 



101 - 102 



8.70<IH, s) 
7.92(1H. brs) 
7.43HH. s) 
2.00-Z15(2H. m) 
1.30-1.6S(13H. m) 
1.35(9H. s) 
i.05-U5(2H, m) 
0.85(6H. <U=6.6Hz) 



7 3 




53-54 




8.70(1H. s) 
7.68UH. brs) 
7.44<IH, 3) 
2.35-2.50(2H, m) 
1.25-2.05(7H. m) 
1.34C9H, s) 
1-05-1.15C2H, m) 
0.88(6H. d.J«6.6Hz) 



9.39<1H. <W«2.4Hz) 
8.20(1H, brs) 
7.93(1 H, dd,J=2.4. 8.4Hz) 
7.53(1 H, d,J=8.4Hz) 
1.95-2.15(2H. m) 
I.OO-1.75(I3H, in) 
l.37(9H. s) 
0.85(6H. d, J=6.6Hz) 



8.85(1H, d. J= 1.5Hz) 
8.J4(1H, bn) 
7.46<IH. d,J=7.8Hz) 
7.35(lH,dd,J=I.5. 7.8Hz) 
1.95-2.15(2H. m) 
1.00-1.75(13H. m) 
1.36(9H. s) 
0.85(6H. d,J=6.6Hz) 



8.57(1H, d,J=2.7Hz) 
8.06(1H, brs) 
7.27(1H. d.J=7.8Hz) 
7.08(IH. dd,J=2.7, 7.8Hz> 
!.95-2.10(2H, m) 
I.05-I.65O3H. m) 

34(9H, $) 
0.84(6H. d ? J*6.6Hi) 



8.38(IH, d,J=8.7Hz) 
7.99(1 H, brs) 
7.40OH. dd.J=2.7, 8.7Hz) 
7.35(1H. d.J«2.7Hz) 
1.90-2.O5(2H, m) 
l-05-l.65(I3H, m) 
1.35(9H, $) 
0.84(6H. d.J=6.6Hz) 
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S3 0 





it*® 


m.p. cc) 


*H NMR (CDCU innMH*l 


7 8 




76-77 


8.20(ia 4J-2.7HZ) 
8.09(1H. brs) 
7.22(1H, d,J-8.4Hz) 
6.66(IH. dd,J=2.7, 8.4Hz) 
3.850H, s> 
1.95-2.05(2H. m) 
1.05- 1.65(1 3H. ro) 
1.34<9H, s) 
0.84(6H, d t J=6.6Hz) 


7 9 


c 


0 


55-56 


S.34(lH,dd,J ! =3.0. 11.4Hz) 
8.IH1H, bn) 
7.3KIH, dd,J=6.3. 8.4Hz) 
6.8HlH,ddd.J=3.0. 8.4, 11.4Hz) 
1.95-2.15(2* m) 
I.05-1.&5U3H. m) 
1.34(9H. $) 
0.84(6H. d, J«6.6Hz) 


8 0 




97-98 


8.44(lH.dd.J=8.1, 12.9Hz) 
7.98(1 H, bn) 
7.19(1H, dd, J=8.4. 9.6Hz) 
l-95-2.05(2H, ro) 

I. 05-K65(13H. in) 

II. 34(9H. s) 
0.84(6H. d, J=6.6Hz) 


8 1 


X 

0 


o 

F 


94 -95 

( 


B.29-8.35(1H. m) 
7.90(1H, brs) 
7.09-7. 19(2H, m) 
l.92-2.06(2H. m) 
I 09-1.55(13H. m) 
i.35(9H, s) 
).85(6H, d, J=6.6Hz) 



&tz. mmM6 6 tfflmiZlsZ$L3 175M3&3 5tfMt£&>6 6 - 1M6 6 - 
5 3^;. 
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S3 1 



No. 




No. 




66-1 




66-7 




66-2 




o 

a 


66-8 




66-3 




66-9 


c 


o 

CI 


664 


C 

c 


o 

S ^ NH Jc 


66-10 


X) 

cr 


o 

CI 


66-5 




66-11 


0 

CI 


66-6 


c 

N( 


o 


66-12 


d 

cr 


a 
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. PCT/JP98/0Q542 
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£3 3 



No. 


it** 


No. 


it** 


66-25 


O 

CI 


66-31 


0 


66-26 


0 

CI 


66-32 


O 

CI 


66-27 


0 

CI 


66-33 


0 

CI 


66-28 


ci 


66-34 


o 

CI 


66-29 


a 


66-35 


a 


66-30 


0 

CI 


66-36 


a 
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nmms 2 

[4, 5-x£dd-2- ( 1 -4 VOT-jli/t? D^^-V>i3)lyn- 
7x3] i/X)\,7j K (I) ; R=l W"vs.>*-;|/S,*d^ 
X., X«=**ISh^ X., X 3 =JB«S^ Y = *;U7jf-;u N z = 4, 

IfilO) N- (4, 5--/ifDD-2->^7h7x^) - 1 -4 
>^->?D^>i;^< IM« (III- 2) ; R = 1 ^v^>^y 
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S- [4, 5->^dd- 2- ( 1 -<< v*>*-;i/:>*D^*-y->3tj;M« 
7x-;i/] (4 0 0rag) £tf*g?{b# 'J £ A (18 0m 

g) Orl-7tl--D77> (2ml) (1ml) ig£-jg*££ 2 

Xg3) ±IBlfilO) -Cffenfea^lfeflDJ?^^!/^^**^ K (5ml 
) &&£1 3 0*CT?2»#|«»#Lfcgfc s AfcftLfco COfcttfczfcSftl** *DD 

t?l£«bfec attLT»&ftfc«MEfc'>i;*y;i,:*i7A*DV h^7-f- (jR 
W»«i^>:»Bif;i/=3 0 : 1) TUST 5d££«fc t)&Bfc£ft ( 
2 0 Omg, 1R*6 0%) Zfttzo 



$36 







m.p. (TC) 


*H NMR (CDC1 3 300MHz) 


8 2 


a ci 




8.78(2H f s) 
8.38(2H. brs) 
7.24(2H. s) 
1.80-2.O0(4H. m) 
1.00-1.75(26. m) 
0.86(1 2H, d,J>6.6Hz) 



Ztz, £AB0!I8 2 t|Bjli(;LT^3 5ffl-fb&89 8 2 - 1 4»fc„ 
fg$SffH8 3 

2-rh7tKD7ij;Mf^ 2- (1 — f V^>^^^D^+tl->*;i/ 
*--;uT~y) 7x-;u i;^;u7^ h (st (I) ; r= 1 v^>^;i/j/^- 
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v*>*i/JK X.; X*. X 3 s X*=ykmm^. Y = 1j)\,tf-)i, s Z = 2-tY5 

Xg5) r>7tKD7;i/7'Jj^D.7-f K (3. Off) St5t^e!E^7" h »J 
>?A (4. 1 3g) Cx^-;i, (6ml) -7k (6ml) jg£ig&£ 1 7 519 

*»fc. C©»*(C0 , CT^ ±I3^Ml 1 fcB«tl,T»&*ifcN- (2- 
^;b*7h7ir;i/) - 1 -- f V^>^;b^>^D'N^r-^>*;i,^d|r-y-< K (3 8 
Omg) filMcHft*- h 'J7A ( 50mg) ©zfc&ft (1ml) SfcTU 1 . 
5«fBHH¥l/fc. ^-^;i/^iox.. #«JB*jdcBMb^ MJr>A;jc»»u TlcKtfliS 
*n&Jg7kT-ii#:&# U «R7k»K^-h'J^AT(e«Lfc. &&£fc£EE@£LTf(J 

^;U=8 : 1) T?»KT*ZfcC.t&iffl|fl5£« (1 28mg, 1R$2 4%) 

HMgiJ 8 4 

2-^D-f;b7?.'7i^ ->'7>;i/7^ h' (i^ (I) ;R=t 
-7^;k Xk X*, Xi. X,=7k^^ Y = 7j;i/^n;u, Z = 7i"W 
) (D$m 

xg5' ) W7i;hi, ( l 5 9mg) ©EgJgfbJKiJi (5ml) h y 
^^y 7 >-Y;^;-^ (2 0 2mg) 2DSE88£#&, flrffiLfc* 

tf^T\ ±Ej|fliWlOXgl fc^«tLTf§C»nfcK^- [2- (tMD-f 
;U7»^^) 7x-;u] «>*^;U7^ H (3 0 Omg) ©Hlft^l (5ml) «ft 
£0'CTT-i£ft*;b7'J;i/ (9 7mg) x h')i^7^ (IS) £Ji&flI]x. 

2. 5B3Him#Lfc. S*B»7«» 7X^ADx./7DD^;u^T-JlHtliLt 
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^>:BKif^=12 : 1) T*»rSC:tCJ:*)Mfc^« (3 3 7m 
, JR¥7 4%) 



S3 7 







m.p. (t) 


*H NMR (CDCI 3 300MHz) 


8 3 






8^3(1H, bn) 
8.44<1R dd,J«1.5, 8.4Hz) 
7.58UH, dd.J=1.5. 7.8Hz) 
7.40<1H. ddd.J=1.5. 7.8. 8.4Hz) 
7.04(1H, dt, J=!.5. 7.8Hz) 
4.14<2H, quint. J=6.6Hz) 
3.86(IH f dt. J=8.4. 6.6Hz) 
3.77(iH. dt. J=8.4, 6.6Hz) 
2.960H, dd.J=6.6. 13.2Hz) 
2.84(1H, dd.J-6.6. 13.2Hz) 
1.80-U0(5H, m) 
U0-I.75O4H, m) 
0.B6C6H. d, J=6.6Hz) 


8 4 






8.51(1H. brs) 
8.40(lH.dd.J= 1.5,8.4Hz) 
7.20-7.50<7H, m) 
6.97<IH, A, MS, 7.8Hz) 
1.30(9H. s) 



(KttM) 

(1) K^-'j^aeosiK 

mnxMm (4 omi) t*<b* m-^a (kbt) ^jox. ttsd = 1 . 1 2 

5 g/ml KfflfiiU &g£jffiS<(M3-8f ( 2 2 7 , OOOxg, 4°C, 17 0$|ffl 
) *frl\ Jtld> 1 .12 5 g/ml£D7>ij (HDL 37 >li) £&tRLfco $6 
ftfcfrlifctPB Sj§& [1 OmMCNa^PO./l OraMCNaHiPO./O 
. 1 5M<DNaC 1/1 mMOEDTA (pH7. 4) ] TriSflrUfco #l^T\ 
1 OnM© h y*-«2>A«aUii,*^n-;u (5 0. 3 C i/mM) £ 9 5%jl? 
^-JlX-mmU ±iaHDL3^Ht«ffLatf^»^rti8ftiU 3 7°CT'18B# 
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L:i^i?ntz#? ! n-r5L/^f->7'«>;i/h^>X7x7— b* (LCAT) of^ffltJ: 0 
x^x;uft*n % HJ^AJsaa ^f'jjixxf^ ( [ 3 H] ce) titH 

DLaMfflfcifR&i&Sns] o -O*^- KBrfcJto*.* Ittfd=l. 2 
1 g/mlC»»U Miaiaifi^dl (2 2 7, OOOxg, 4°(X 1-7WFWI 
) &frl^ Jtld<l. 2 1 g/ml©4Mfl*aiRbfc. HJ<Dtt£#Ii£iiuaaP 
BSMfMU [ 3 H] CEfctROj&A/fcHDLa ( [ 3 H] CE-HDL 3 , 
ItS : 1. 1 2 5<d<l. 2 K itfiStt : 10 1, 0 0 Odpm/nM) *f» 

(2) 7*-fe7*-'J*aiG©JMK 

ttffiAifiHK (10 0ml) CJtlftlfi* (it® d = 1.0 0 6 g/m 1 ) ft® 
JSU &&£JM<I>#:$ (227, OOOxg, 4°C X 4D#Si) Ltffid 
> 1. 0 0 6 g/ml(D^DSft^IRLfe 0 ^^tifc^fflCKB r ftJSPx.. LtSd 
= 1. 0 6 3 g/ml(cMU ffiS^iaSS/d^Si ( 2 2 7 , OOOxg, 4°C 
, 2 0I$PpI]) SfTl^ J±Sd<l. 0 6 3 g/m l<Z)#lj£i&f&Lfco f9<bftfc 
#il£iwj&roPB S&f&T-iSflrU I D L&T>'L D L (itffi : 1. 

0 0 6 <d<l. 0 6 3) £f$, 7?-b7*-V#m&£Ltzo 
ffl&W 1 : ^ > £ h □ <; £(t £ ±lfii!!g * <D C E f P SteRflgftffl 

*MfrAlta8t£ I.-.3C (1) T»fcK±-'J*«fi*»ftlU [ 3 H] CE-IIDL 
a^lfll'jg (6 0 0, 0 0 0 dpm/ml) £»8!iLfc„ K*sH±N - / *-;u t D "J 
h*>htf 'Jx*-u>^ijrj-;u4 0 0<D 1 : 1 jgfftfcjgflSi: u 3&ft&fffi£S3M 
Lfc. *D?-a-7CK*4SMXttigJ«0*2// 1 t [ 3 H] CE-HDLo 
^TMU 0 0 (jl 1 S«fltlU 3 7 , CXtt4'CT4l$IB!'f >*i^- h Lfc 0 * 
Jfr»s 0. 15Mfift7n->->Ai:0. 3%^** H7>«tit£$tjTBSi8 
«[2 0mM(7)Tris/0. 15M©NaCl (pH7. 4)] 100//1& 



WO 98735937 



PCT/JP98/00542 



111 

<iMMS(8, OOOrpm, 4°C, 1 0#W) fcfrl\ $*>ftfc3§<&±a (HD 

T-4°Ci:3 7°CT--r >*a^-hbfca!J&ia©zS-SCETPfgtt4:U 
5SWaEfiO^«)(I£T*ft C E T PiStE®Wl*$i: Ufc. C E T P*fittOHi;S* J: 
*)^a»©IC S ofi*»/BUfco 

8 755*4 8t/T«Ufc 0 

E T P i&{Zi A h7>^yiZ7^7^^ (WTv fcH-J ; <ftjg{i]Z 8 - 

1 3 0 6 6 0 ^«(c3BJtt*nfe»a5k:t«^f1i«Ufc) C777fy^;>r4 
HJ^TIgn» ! * Ufc. ift^iiJi»Of«;4a 6D$ffi<Djfiir&£t3URU lfllK'l'©C E T 
PiiSffi* 'FSfiO^fctEoT C E T PfStefcfflHfc Lfc. 

±S2 (1) -pfUfcK^— 'Jtfga ( [ 3 H] CE-HDU 0. 21 tf g©3 
U^rD-^W) fc±3i! (2) TMSfcT^-fer^-UtfiBa (2 Ug©3i/ 
*^n— s #W£*ifitfg|o. 9u 1 fc^-f ^Pf-a — ^CSS/biu T 
BSS&it [1 OmM^Tr is/0. 1 5M<DNaCl (pH7. 4)] 
46 0 O^l/f-a-T'fcLfeo Kv-f ?D*-i — 7£3 7°CX<i4°CT-l 511$ 
KW >*a^- Mtg, /KtfTBSSilfc (4 0 0^1/^-7) &tfO. 1 
5M©jfifbv^^v^A^^-TS0. 3%tf)^** h 7 >SSKij6ff4 (100// 
^*0X., JKffl^Lfeo 4*CT-3 OalHIttBLfcSL ifiit»^« ( 
8, 0 0 0 rpm, 4'C, lO^Bi) £frt\ »<bttfcii/&±ij$ (HDLtfij) 

#<Dlf[l!!g£4 0 Ch3 7°CT-f > + h LfcflJ^Uoi&S C E T PfStefc U 
St**&4t: «£ & 8W£{ifi (7) ytrWffiT * & C E T P iStSfcODiaiS* ttt. 
tt«** 3 8 75££4 8t7f»Lit:. 
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«38_KK« (CETPfSttMftiB) 





, ^**i«*oam*»« (%) 


IC, 0 (uM) 


10mg/kg,p.o 


30mg/lc£.D o 


j vumg/Kg.p.c 


>. jCXJmg/kg.p.o. 


1 


20 










3 


101 










4 


175 











5 


3 










6 


5 










7 


2 










8 


3 






25 




9 


99 










1 1 


5 


27 




57 




1 2 


17 










1 3 


5 










1 4 


8 




9 






1 5 


12 










1 6 


8 










1 7 


8 










1 8 


6 










1 9 


179 










2 0 


16 










2 1 


9 










2 2 


56 


22 


44 
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%3 9 itlfcfl (CETPfattHSfltfj) 





CETPiSttffll 




10mg/kg,p.o 


30mg/lcg,p. o . lOOmg/kg.p.c 


>. 300mg/kg,p.o. 


2 3 






18 




2 4 


29 




29 1 




2 5 


11 


19 


45 52 




2 6 


7 




44 




2 7 


7 




31 




2 8 


6 




36 




3 0 


72 








3 1 


32 









3 2 


32 









3 3 


61 


23 


39 1 52 


• 55 


3 4 


9 




4 




3 5 


4 








3 6 


i f\ 

1 O 




19 




"3.7 


7 


18 


42 [ 47 




3 8 


6 


15 


40 1 




3 9 


11 


17 


41 




4 0 


23 


20 


48 J 64 




4 1 


7 


27 


42 




4 2 


9 


31 


38 




4 3 


49 
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*4 0 (CETPSMtf^ffl) 





CETPft&ES 
IQ, (jiM) 


h7>X-yi^7^^">^llli{R«»><OCETPgt$ffl§$ (%) 


10mg/kg,p.o. 


30mg/kg.p.o. 


lOOmg/kg.p.o 


300mg/kg,p.o. 


4 4 


23 










4 5 


7 


18 


36 






4 6 


5 


22 


48 






4 7 


6 




31 







4 8 


49 




31 


50 




4 9 


6 




29 







5 0 


2 










5 1 


16 










5 2 


8 




8 






5 3 


8 










5 4 


12 










5 5 


65 










5 6 


13 




34 






5 7 


41 










5 9 


4 




44 






6 0 


41 




44 






6 1 


4 




38 






6 2 


4 




38 






6 3 


4 




43 






6 4 


4 




34 
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%4 1 jflftfl| (C_ETPfct$IE#ft:ffl) 





1 CETPfS&E! 
IC M M) 


h 7 >X'Jz 


t-^^Xjfil&ctiOCETPfi&Hggs (%) 


10mg/kg,p.o 


30mg/kg.p.o 


lOOmc/kpnf 


J. JU *Jfng/lCg t p.O. 


6 6 


7 










6 7 


9 










6 8 


10 










6 9 


6 










7 0 


4 










7 1 


4 










7 2 


74 










7 3 


37 










7 4 


14 




5 






7 5 


25 




1 






7 6 


18 




4 






7 7 


17 




1 






7 8 






11 






7 9 


60 


14 


26 






8 0 


6 




12 






8 1 


21 




10 






8 2 


7 










8 3 


5 










8 4 


158 
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£4 2 (CETPfSttB#fl?ffl) 



No. 


■^•ffn cti /Ti 

CETPftttlflg 
IC,,, (^M) 




lOmg/kg.p.o. 


30mg/kg,p.o. 


100mg/kg,p.o 


300mg/kg.p.o. 


1-1 


41 










1-2 


25 








- 


1-6 


22 










1-7 


24 










1-8 


21 










1-12 


12 










1-13 


18 










19-1 


19 










19-2 


33 










19-5 


17 










19-6 


18 










25^t 


32 










Xj- / 












25-8 


25 










25-12 


33 










25-13 


28 










25-14 


30 










25-16 


41 j 










25-17 


23 1 










25-18 


19 j 











WO 9M5937 



PCT/JP98/00542 



*4 3 «H« (C E T P«t£fi*M) 



No. 


CETPSttEl 


P 7 /A V ; 


* - v * *Jk£*^CETPrSttIfig2g (%) 




IC,„ (^M) 
22 


10mg/kg,p.o 


30mg/kg,p.o 


. I00mg/kg,p.< 


3. 300mg/kg,p.o. 


25-20 


48 










25-21 


28 








25-22 


27 










25-23 


25 










25-25 


24 










25-26 


22 








j- 


25-27 


21 










25-28 


21 










25-30 


21 










25-31 


21 










25-32 


20 










25-33 


18 










25-34 


21 










25-35 


27 










25-36 


30 










25-37 


24 










25-38 


20 










25-39 


22 










25-40 


23 
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^44 mmm (cETPj&ttESflEjjj) 



No. 


CETPfS&ffil 


^ Y7>XV3.-yf V^jttgrpocETPfiSttfflg-g (%) 




ic» ( M m) 


lOmg/kg.p.o. 30mg/kg.p.o 


lOOmg/kg.p.c 


>. 300ms/lcg,p.o. 


25-41 


26 












25-42 


22 












25-44 


9 










25-45 


13 




21 







25-46 


9 






35 




25-47 


29 










25-48 


23 










25-49 


21 




16 






25-52 


68 


19 


40 






25-53 


7 




26 






25-54 


6 










25-55 


10 










25-56 


7 




24 






25-57 


7 


18 


46 






25-59 


8 


20 1 


37 






25-60 


5 












25-61 


5 




28 








25-63 


21 






25 






25-64 


20 












25-65 


9 
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^4 5 KttW (CETPfittESffefln 



No. 


CETPftteBU! 
IC5o M) 


r 


*-y^^->AjfcJ|i|>^CET«SttH*ap (%) 


10mg/kg,p.o 


- 30mg/kg,p.o 


. lOOmg/kg.p. 


3- 300mg/kg,p.o. 


25-66 


35 










25-67 


40 










25-72 


27 










25-76 


36 










25-77 


7 










25-78 


11 










25-79 


6 










25-80 


5 








25-81 


14 










25-82 


17 










25-83 


18 










25-84 


10 






17 




25-85 


7 










25-86 
25-87 


10 
6 










25-91 


22 










25-92 


19 










25-93 


22 










25-94 


18 










25-95 

. 


18 
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3c 4 6 f*&#J ( C E T P f&ttH*flUfJ) 



No. 


£tfn. l St'P<D 
ICj. (^M) 




10mg/kg,p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.o 


. 300mg/kg.p.o. 


25-96 


8 










25-97 


9 






19 




25-98 


8 










25-99 


6 










25-100 


16 




25 






25-101 


7 




8 






25-102 


8 






9 




25-103 


12 










25-104 


9 










25-105 


6 






14 




25-106 


10 




29 






25-107 


11 




22 






25-108 


7 






8 




66-3 


24 










66-4 


28 










66-9 


9 










66-10 


23 










66-11 


22 










66-12 


17 










66-14 


11 
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i47 tstHflS (CETPfiHSfflSffcJB) 



No. 


CETPi&ISfflg 

ICy, {ft M) 




10mg/kg,p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.a 


300me/kc d o 


66-16 


8 










66-17 


18 










66-18 


11 










66-21 


41 










66-22 


19 










66-23 


13 










66-24 


12 










66-25 


19 










66-26 


8 










66-27 


9 










66-28 


18 










66-29 


7 










66-30 


19 










66-31 


27 










66-32 


22 










66-33 


19 










66-34 


22 










66-38 


26 










66-40 


42 










66-41 


25 
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£4 8 R«« (CETPffittfi*f^ffl) 



No. 


IQo (a/M) 




10mg/kg,p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.o. 


300mg/kg,p.o. 


66-42 


10 










66-43 


23 










66-46 


35 










66-48 


11 










66-49 


40 










66-51 


45 










66-52 


46 










66-53 


15 










82-1 


5 











W±OK««S*«C «fc 0 , *&93fcffi ( I ) ttftftfc C E T PfSttlH 
SfmBStfLTHS. ftr>T, »M«ftft«m*-e-5IDLs VLDLMLD 
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1 . -jftSC ( I ) 




x 3 



iS«XH:»««©c,-,.7';i/*;i/S ; 

gg|^tLTi^T*«tt>C J - 1 ov^P7';i/^r;i/C,- 1 o7';b^;i>s ; 

K*JR-?Xtt8&»18i;y£ 1 75£3ffi|*rSB&t*ftTi>TfcJ:i*5 75 

X., Xi, X 3 , X4ttPJ-x«4j8«;-3TV^T*J:< % 

*jRJ^^ ; 

Aoy>fbCi-4{S«7';i,*/i,£ ; 

; 
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Yli 

- C 0 - ; Xfct 
Z{± 

**JKi 7- ; Xii 

T-a^n^ft^a tern ly^bGfck *©E&±ffF$U8*Jfis xii^e 
OT/KflltoE L < tti§j[Pn&SMM#i: LTft 5 C E T PfSttMJWo 
2. R# 

ii8!IXH:^ttOCi-io7';i/'!r=;bJ6 ; 

KHOfr 6 fttf ft 2 1 Jb m 4 ilHO jB& £ tit t \ t * £ ^ C , - , 0 v 9 a 

C < - * or ti^r -)i&X.iiC - > »is ? n t C , ■ ,»7;b*;H ; 

Cs „ UTil^T — 

C.,-. u >^ pr;u^;i/C , . i..7*;p^r;H£ x 



WO 98/35937 



PCT/JP98/00542 



125 

/MRJGi^ ; 

C s - 1 •> * D T )l >T = )V-t * > * * 

7x^;k t^7x^;u x ±7l-)\,ti>e J &&tiz T ))-frg.zfi t 2 > - r t ) _ 



WO 98/35937 



PCT/JP98/00542 



126 



r, Xi, x 2 , x«avY(±*n-en»*3H2 4:bidt»0s 

Z.fct 



3. -i 



teit ( I - 1 ) 



NH 





r, Xu Xi, x a> x.s^Yti^n^nRuiao^fcDT-^i.) ; 

-Y.R, 
(Z.ZZ\ Y.ti 
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-CO-;Xli 
R.li 

■ift#nT^T*J:^iS«IXH:^iK«©Ci-i.7 , ;i/*;^; 

•ift*tirv^T*» i^Ca-i 0 5/^D7;i/^Ci-ii7;i/*;i/« ; 

g^/£7% «3RAK7-XttfiKHJH7-* 1 75£3flHrr5B»*ftTHT 5 75 
-S-R, 

aift*tiT^T*«tir^C,.iffi«7 , ;i/*;i/ai ; Xtt 

3*J. 

4. R ijb* 
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Ci-.oT;i/=lr;i/g ; 

Ci-«ffi8k7 , ;i/*;u*-*-* ; 

TIB* 1 *>iIfc£ft£Stfe£T-S&2ftT l^T * J: t> C 3 - .o £ p c 

s-ioS^D^U+Jl/C.-iuT^U^l/SE ; 
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c .-4<£&r;i/*;i/g£#-r3 c x-*&&rn,*n,7X sm. 
C i-io7 , ;i/^^ 

c.-«ffi»7vi/*;i>?-*ak 

c 1 -4®SST;^^;^SXl±7^;l/ST-^^nTl^Tt.«t^^7'5ys 
'J— ; 

d y Wb C . -4<gJS7';i+;pS 
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& 

-hoi, 

C , - < <SS5 tjv I* 7* :> ;h&T- ftx ^ t * J: n t * y a, 
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5. [2- )ITX;) 7x-;u] 4 Y ; 

KTs- [2- (2-7Dt:M>^y'fJ>7;;) 7i^] £?;UI/7-< h ; 
[2- (l-trfri/Srv^y^tifrX-ftTZy) 7i;ji] 

7W K ; 

[2- l M>f;i/i/^D^>^>*;i/^;i/?^) 7 x-;i>] 

i/vUU7>r K ; 

e*- [2- ( 1 v^>?)isis?D'\*y->fi)itf-)i,7'$. J ) 7i_;i/] 

^7^7 -f K ; 

N- (2->;^7h7i-;i/) - 2 , 2-^^7DW>7^ K ; 
N- (2-^;i/*7h7x-;i/) - l ->f v^>9-JU^^a^v^>ijJl^^-V- 
r , 

N- (2->;i/*7h7xr;i,) - l -^;i^>7 D'x fc^ K ; 

N- (2-^;i/*7*h7x^:;u) - 1 V^i/f^>>^D^>^ >tijV^^-V 
5K; 

N— (2->;i/*7h7i_;i/) -l-fvyDt^^DA+^^AW+t 
SF; 

N- (4, 5-^?DD-2 -^<;U*7 H7x-;i/) - l--f V^>^y^D 

N- (4, 2 -^;i/*7h7x~;b) - 1 v^>^;Ui/7 d 

^>*>a;i/tf*-9- ~ H ; 

N- (2-^;i/*7 , h-5-^f;b7iZ^) - 1 --f V^>^;i/i/7 D^^-V 

N- (2-/;i/*7h-4 -^f-;U7x-;u) - l -4 V^>^;ui//7 p/\^-^ 
;W K ; 

f-tfgftg? S- [2- ( 1 - Y VO^i/^ d AJrit >*;^r;i,7 ; y ) 7 
x xTnx;I/ ; 
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2, 2-i^?-;i^;*7-Dt:*>ie S- [2- (l-^;i^D^*tf>5!, 
)\,*=.)V7 7 x x*^;U ; 

7xz ^^« S- [2- (e;tD-f^7U) 7i^] JC*?)},; 

2, 2-y/?;bft7DW>» S- [2- (1 -fV^>^^D^ 

2 -7t f;i/7 ^ ; - 3 - 7 x - t7D >S! S- [2- (i->f V ^ 

3-f'j y>***;i,tf>« S - [2- (lHV^^^D^,!, 

*DD^*fifl8 S- [2- (l-fv^^i/^o^^^^? 

* h + S^tfBBt S- [2- (l--fVA>f;i,i/^DA^>*;^-;| /7 
^) 7x~;i/] ; 

*-*7Dir*>Si S - [2- (l-^^>f^^D^1f>A;«- A7 

7*y s- [2- U-4V<>5-)\,*,9a^*y-^l3j\,X-)\, 

T*S) 7x-;u] I77ib ; 

2-^W7Dft>S S- [2- (l-'fV^^l^D-s*^* 
4-*OD7xy*^;t8m S- [2- <l-*v^>*;i,.>*D^*tf> 

^*ij7d^>w*^>b s- [2- (i--rv^>^;^7D^^> 
£;u#x;i,;p ? y) 7 x -;u] x ^^ ;l/ . 

2-7-b^;i/7»^>'-4-*;i//^-f;u^3|-rf-"j;nse S- [2- (l--fy 
2-tKD^>-2-^^t7Dtt>ffi S- [2- 
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2, 2-y^f-;i/^rbt:*>tt s- [2- ( l --r v^>*;i,^d^> 

f-a-ftR S- [2- (l--f v^>f;i.->^ d^>^ >*Mr;i/7 ^ y ) 7 
x x^rJl/ ; 

2, 2-^^f-;i/^*7*DKa|->|8 S- [4, 5-^dd-2- 

2, 2-$M7-;i/*-;T7 , DK;*>ft S- [4, 5-5?*DD-2- y 
^>fJl/->i'DA>i'>AM;r;i/7^) 7i^] ; 
2, 2-S/y^-;u^-*7*Di;*>K s - [2 - ( l --f v^>^;u^^d^=^ 
If >*;b^r;i/7 * y ) - 4 - h >J 7;^d^^7i^] x7s^;i/ ; 
^2^^ 0-^f;i/X7rA S- [2 - (l--/V^>f;^^DA^> 
7i-JI/] 

S- [2- ( 1 - ^;u-> 7 D^-tf- -7 5. y ) 
jlx^ji S-7x-;n7r^i/; 
'N-7i=^t3bW^>K S- [2- (l-^V^>f;k>^D^> 
A^z;i/7-7) 7iiji/] :x7^;i< ; 

2, 2-y^Wt7D^>(g! S- [2- (tMD>f jl/7;7) -4-h 

2, 2-iS*1-)\,?-*7az*>m S- [4, 5-y*DD-2 - ( l -i>7 

D7Dt;b->7DA+if>ij;^z;i,7;7) 7iz^] x7t)1 ; 

2, 2-^^Wt7Dt^>|} S- [4, 5-^dd-2- (2— >7 

D^i/;i/7D^z;i,7;7) 7x~;u] i7rJb ; 

2, 2-^^;i/^;t7'De*>8$ S- [4, 5-i/9ua-2- (l-^> 

2, 2-^f;^7Dtt>S! S- [4, 5-i>7DD-2- (1-2/7 
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n7UV)\,/?-)li'>7D^*y->±))l#-)V7Z 7) 7i-;i/] x^r^; 
2, 2-VM-)H-*7at*>%t S- [4, 5-i?^OD-2- 
o^**/)\,A3-)l>i'trO'\5--y->±i)i+;-)\,T5. 7) 7i-;i,] x.7t)1 ; 
2, 2-y^fAWD^>i S- [4, 5 - i/9 u u - 2 - ( 1 y 

2, 2-^^^;i/^^-7Dt'jJ->^ S- [4, 5-i?^DD-2- (l->fv 
^ylrfyisVu^yty-hfr-R-fyTl 7) 7xr;b] i^^b; 
2, 2-V M-)\,**7W£*yWi S- [4, 2- ( 1 y 

^>^ L ;i/v^D-7'^ ~ 7 ) 7 ;n7^;b ; 

2, 2 -fx^^;i/^^-7-pt:^->^ s- [2- (l --ryo^^D^* 

y ) — 4 — — h p 7 x-;i/] :ht>^;u ; 
2, 2-^^^^^-7-Dtf^->^ S- [4-->77-2 - (l-^ v ^>f 
;i/->^D^t>A;^7;7) 7 x.7y")V ; 

2, 2 -^^^^^^-rntr^-^gj s- [4-^dd-2- (i--fy^>^ 

;i/S/7n^+f>;b;i/*"-;i,;p$ 7) 7 i- ;b] ; 

2, 2-y^f;W7Dtt>K S- [5-7PD-2- (l--fy*>*- 

;i/i/7D'\^rit>*;u^"-;bT^ 7) 7i^] x7x^;i/ ; 

2, 2-y7Wt7DW>i S- [ 4 - 7)1* D - 2 - (1--TV^> 

^->^D'\^-y->*;i / ^-;i,7'5. 7) 7i^] 0177^ ; 

2, 2->Vf-;U5 1 ^7*Dt3j->^ S- [4, 5-iS7)l*n-2- 

2, 2-i//^;i/^3r7"Dt^->gj s- [5-7;i/^-D-2- (1-f y^> 

^;b^^D^dr-9->*;i / ^-;b7'~ 7) 7iz)b] I7r^; 

[4, 5-V7PD-2 - (l--fV^>^y^D'N + t>3!);| / ^ 
7^) S/*;U7-f K ; 

2-f h7tKD7'J;Mf;i. 2- (l-^ , M>f;W>{'D'N+it>*;^ 
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N- (2-^;^7 h7ir;i/) - i - 70 □ :¥"*}-> ft jtsfMp-tj- 5 }*- 

N- (2-^MrF7iz;i/) - 1 -^;i/5/^D's+-9->*;i/^^-y- 5 p . 
H ; 

^^□^^-tf>^^^^^>g» s _ [ 2 - (1-^ v^>^;b^^D^^-y-> 

^tf£MB§ S- [2- (l-fV^^^^DA^^*;!,^?^ 
) 7ir;b] i^Tib ; 

5-ft;i/tf*->f-*^>*>®? s- [2- v^>^;i/i/i7D^+-y-> 

*-*WK S- [2- ( 1 V^->^;b^^p^^-9->^;u4f-;b7»$ y ) _ 

4-^f;i/7i-;i/] ; 

hr*- [2- [1- (2-x^r^;i/) ^^D^^r-9->pb;u^^;i/T5 y ] 7 
xx;u] ^7>;U7^ K ; 

N- (2-/M7h7z3) -1- (2-x^;i/^;u) s^d^*?:/* 

2-**-;u*-*7"De;i->fig S- [2- [1- (2-if^7^) v^n^x 
*-9->*;ujP^;U7> 7x-;u] i^f^; 

2-^;W7DM>K S- [2- (1-^V7^>^da^>^ 

l-7-fef-;i/t^iJS/>-4-^*;u#>|g S- [2- [1- (2-x^;u 

7>;i,) i/^D^^>*;^-;| /7 ;y] 7xx;u] x^x^ ; 

f-tftfK S- [2- [1- (2-if*7^) ^^D^^f-y-^TJ^^fx^r 
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^ 7 ] 7 jlZtJU ; 

2, 2-*JA*JM-*7n\Z*>Bt S- [2- [1- (2-x^;i/yf-;u) s> 

^D-N^r-9->*;i/^-;i/7'^ y ] 7 x x7-r;i/ ; 

* S- [2- [1- ( 2-x^;i,7>;i/) isfiD^y-yijji, 

2-tKD^^-2-^f^t7Dtt>K S- [2- [1- (2-x^;u 
7>;u) ^^D^if>*;i/^;i/7^;] 7x jc7\x^U ; 
4-^dd7i; + ^« S- [2- [1- (2-x^;U7>;iO fpu 
^^yiDjVTn-j^r^ 7] 7 x o:7^;i/ ; 

4-^DD7x;^i/fM S- [2- ( 1 -4" V7>;i/$/7D'N*-!?->;*j 

1 -7*-b^;bt:^'j ->*>-4 -^^-*;u^>^ S- [2- (l-^fv^i/ 
^D^lt>AM;r;i/7~y) 7 x x7^;i/ 

EaLtSfSLfSSifc, Xtt*®*ln«BSL< t±*JK#D«3=6Wafi6fl-i: C 
ETPr£Mg#J. 

6. m #m 1 755 5 SBttO-fb^&s *<D7V tvyyit&fa ^©E2H±gfgb 
8 . -ftiC ( I - 2 ) 
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O 



NH 




S— 2,' 



(1-2) 



[it*, R' tt 

gfe^nr & «t \,\ c 6 -« ^ ? d yji^—)imx'& d s 
x )N x*. x<i±zti?tim&mi £mtz-$>t), 

Z,' li 

; 



-Y.R, (ZZX\ Yi»VR.tt*n*fi»«JH3i:igtT?»S) Xtt 
-S-R, R 3 fcfiifr-ifts) 

9 • ( I - 3 ) 



HN 



o 

A, 
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s— zr 



(1-3) 



[5$rK R* ' fcfc 
Z,* ' li 



(i£4\ R' ' , X.. X 2 , X3KtfX4tt*ft*ftii!frd©fc*!)T-*5) ; 

-YiR, (cct. Y.aufR,tt^n?nan^3i:igi;"c*s) xtt 

1 0. -jBit (II) 




HN 



0 

A, 



WO 98/35937 



PCT/JP9 8/00542 



139 




(ID 



1 1. -«SC (II- 1) 



o 

.A 



NH 




HN 


R" 


> 

























(II- 1 ) 



1 2. -J©j£ (III) 



R' 

x, 



o 

.X 



(HI) 



x 3 
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1 3. (in- 1) 



1 4 . -jest (iv) 



a) 

1 5. -©it (IV- 1 ) 




o 



NH 




(IV) 
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O 



NH 




(IV- 1) 



(sc*. r* ' s Xu Xt, Xi, x*. Y.s^R.tt^n^ixig^Jig tmt-e 

1 6. -MsS (V) 



(ss«K R' s Xu x 2 , x 3 , X4S^R:i±^n^nif^cJi8 tmtz'&z) 
17. -isa(v-i) 



o 



NH 




(V) 




(V-1) 
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[at** R' ' , Xu X» N Xn X4SVR 2 {±^n«?till*lI9i:(mUT'*S) 

18. K2- [2- ( 1 -*9-)li"!7a^*r-y->ti)l,X-)\,T*;) 7i_^] 
i?^;i/7-f K ; 

[2- ( 1 --f V^>^;bi^D^>*>?b;i/tf^;i,T? y) 7i-^] 
tT*- [2- ( 1 - -f Vi>f^?D^>iM-;t7i;) 7ir;i/] 
N- (2-^;^7h7i^) - 1 V^>^S/^c\*t>3!j;^+^ 

* K ; 

N- (2-^;i/*7h7izjb) - i -^^;i/i>^D^^-y->^;b^f^-9-5 p ; 
N- (2-^^7h7xz;i,) — 1 — i V ^l/^fyi/ 9 v^ls $ Z/jj fr-ft^-*}- 

N- (2-^;^7F7i_;i/) - i ->f v7d f;b^^D^^r-9->7j;b^^-y- 

N- (4, S-*J9uu-2 ->;b*7)>7xrjb) - 1 - V^>^;i/S/ £ D 

N- (4, 5-^7DD-2 -AJltiyby^i-Jl) -l--fv^>f;i/j/^D 
^> *>7J K ; 

N- ( 2 -/;i/7J7*h - 5 - >f;i/7i^) - l -4 y*>^/uj/£ p^s^-y- 
N- (2->;i/*7h-4-^f;i-7jz^) - i - -y v^>f-;Ui/^ D^^it 
S- [2- ( 1 -<< vi>*)W>9a^it-v >t>)lX-)l7 1 J ) 7 
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2, 2 -^Wt7D.M>R S- [2- ( 1 -*3-)\, f S>7U^*rVyi3 

2 , 2-V 7 u\Z*>m S- [2- ( 1 V^>?-;^^7D'\=!f• 

■!^->*;^*x;^:7>* y) 7i-Jl/] x7x;U ; 

2- T-b^;i'7 > ^ y-3-7i^;i/^3f7*Dt^->j^ S - [2- (1-^/^ 
>f;i/i/^D^>AJl/^-;i/7^) 7i-Jl/] x7x;U ; 

3- t'j^>^^-*;u^>^ s- [2- ( l --f v^>^;i/->^D^^-9->3b 

?DPft»K S- [2- ( 1 --f v^>^l/S/^p^-9->*;i/^n;u7 , 5 
7) 7i-]l/] i^fJl/ ; 
h+S'f-sJ-RK S- [2- ( 1 -4 V^y^-^^xi^^y-h^if.r.^T 

^^-rDt^->g? s- [2- ( 1 v^>f-;i/S/^D's**>*;i/^£;b7' 
5 7) 7 jlZtJIs ; 

7x7 *^*fifgj S- [2- ( 1 -f 'M>^>^Da^>*M-;i, 
T 5. 7) 7 izjl/] X7s^;U ; 

2 f-^f-^-rp t?r>sj s- [2- ( l --f v^>5 L ;i'i'7D^=>p-y->* 

4 -^DD7i; S- [2- (l-'fV^>f;i/i/^D's+tf> 

^^D7D^>ft3b;i/t;>ss s- [2- ( l vo^u^d^*-^ 

7) 7i-A] x*^;i/ ; 

2-7Mrf\M/7$ y-4-*;w^-f;uf-*7*f-u;i/ffi S- [2- (l--fy 

^>f-;i/'>^D^*^>*;u#— 7) 7 nji/] x^?;i/ ; 

2-t FD + S/- 2-^f-;i/^3T7-o S- [2- (l--TV^>^;u 
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2, 2-i//?)H-*7'VV*>m S- [2- (1 -4 V^>3MI/>>7P^> 

S - [2- (l--fV^^>^D^>^>^r;i/7? y) 7 
xx;u] x^t^U ; 

2, 2-^*-;i/3 L :*7'P£:*>& S- [4, 5-i?^DD-2- (l->fy 

2, 2-i>*3->\,3-*7n\Z*>m. S- [4, 5-S?*dd-2- (l--fy 

2, 2-^/fm7Dt S- [2- (1 v^.>^;u^^d^^ 

0-*3-Ji^Zr)l S- [2- v<>f;i/i'^D^t> 
i;i/#-;i/7^) 7xji;u] x7^;i> ; 

s>*-*IMK s- [2- (l -t^jvi/to^y-y-tuitf-frTK ;) 7i- 
;b] x7x;i/ S -7 i -yi/o:^^^ ; 

N-7 x^i/f-rtfcjwt* S- [2- ( 1 v^>^;i/i/7 D^\^-y-> 
jj>\,#-)l,T 5 7 ) 7 x x7^;i/ ; 

2, 2-^f;i/ft7D^>K S- [4, 5-^7PD-2- (l-i/? 

2, 2-y^^f^7Dtt>ffi[ S- [4, 5-^£pp-2- (l-^> 
mi/?v^*y->ti)l#-)\ / 7' S 7 ) 7x-;u] j7tA ; 
2, 2-^^^-;i/^*7-Dtr^>K S- [4, 5-^7od-2- (l—>7 
D7Dt;Mf;iJ/^D^>*;^^7^;) 7x-;u] X^^U; 
2, 2-^Wt7Dtt>K S - [4, 5-^7PD-2 - (l-S/7 
P^*'>;M^;L/^7P^*+J->;&;i,;tfx;i,:P* /) 7xx;u] x7x;U ; 
2, 2-^^W7d^>K S- [4, 5-y?DD-2- ( 1 — f V 
7Dpi/^D^if>*;^z;i,7^) 7xx;u] x*x;i/ ; 
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2, 2-i?^f;W7DW>K S- [4, 5-S^DD-2- (1-YV 

2, 2-i/*9-)U-*7nx#>m S- [4, 5-^^dd-2- (1-fV 

^>f;^^D7^AMr;i,7?;) 7i^] x*^;u ; 

2, 2-^7f;Wrn^>g{ S- [2- ( 1 -i" 7^>^;U<>* D's* 

■9->*;i/^-;u7'^ y ) -4-x hP7x-;i/] xxrih 

2, 2-^^^^^^7-pt^XSt S-[4-^7y-2-(l->f'M>f 

2, 2-^^5 L ;b^3|-7'Pt^->K S-[4-*DD-2-(l--fy^ 

2, 2-^^fJWrD^>H S- [5-*dd-2- ( 1 — fv^>f 

;i/i/^D^^r-9->*;i/^x;i/7'$ y ) 7xx;u] xT^jb ; 

2, 2-i;*l-)\,l-*7uV.*>m. S- [4-7;u^-d-2- ( 1 -f- v^.> 

f-^'>^P^^r-^>*;i/^x;i/7-^ y ) 7x_;i/] x^^;i/ ; 

2, 2-^^^-;U^^7-p^>J->K S- [4, 5-i>7AtD-2- ( 1 -f 

2, 2-^>^;w^^-7-pt:^>|g! s- [5-7;u*d-2- (l-^y-<> 

^I'i/^P'N^r^^^^x^T^ y ) 7xx;i,] JL^y^Jl • 

\L7,- [4, 5-i/^DP-2- (l-'fV^>f;i/i/i?D''\*^>*;i/^r;i, 

T^y) 7xx;i/] s;*;u7 4 K ; 

2-rh7th'D7'j;Mf;b 2- ( 1 -<{ v*>?-;i/2/£D'\4ftf>a;i/stf 

N- (2-^;b*7*h7xx;i/) - l -x^;i/«>^p^df-y->^;u^f^-y-? p . 
N- (2-X;i/*7"h7xx;u) -i-7Df;^^DA^>ijmifU' 

N- (2-^M7'h7xr;i) - i - 7*^;t^> £ p^*tf>;fr;i, * K ; 
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2, 2-i/*3-)\s1-*7'D'e*ym S- [2- (l-fV^I/i/^n^ 

S- [2- (l--<V^>^;i/i/^D^>^>*.;i/^-3;i/7'^y) 7 
x7^;i/ ; 

2, 2-y^f;i/ft7D^>g| S- [4, 5-^^DD-2- (l-^y 
2, 2-y^9 L ;i/^7 , DW>S S- [4, 5-i>*DD-2- (l-*y 
2, 2 -i^^Ml/^TD t^->g? S- [2- (l-fV^>f;k>^D^ 
^-/i-j{&0£ 0-^ s- [2 - ( 1 --r v^>^;u->^D'\^r-y-> 

S- [2- ( 1 -*^)\/is9D's3ry->tj)ltf-)U7Z 7 ) 7 i - 
N-7izW*;Wi;>S S- [2- ( 1 --f V^>3-)1$>>7 

2, 2-^>W^rDtt>S{ S- [4, 5-y^nc-2 - (l-S/7 

D7Dt;^>^p^if>*^^?5;) 7i-*] x^t 1 ;!/ ; 

2, 2-^fm7Dtt>K S- [4, 5-y^DD-2 - (l-^> 

f-;U£/^D's^r-y->*;p^-;u^ ? 7 ) 7i-;i/] xt.^;!/ ; 

2, 2-y/WtrDkft>i S - [4, 5-^7DO-2- (1— >7 

D7Dt;Mfj^^D^>*M-;i,7v;) 7x-;u] x^rib ; 

2, 2-^^fJl/ft7*Dtt>K S- [4, 5-^7DD-2- (1-^7 

2, 2-y^Mt7DW>g S- [4, 5 - p d - 2 - ( 1 -4 y 
7Dt;uv7D^*-»f 7) 7x^] 17^ ; 
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2, 2-y^f;i/ft7D^>H S- [4, 5-i?^DD-2 - 

2, 2-^^fJW7Dtt>i S- [4, 5-y^DD-2 - (l--fV 

2, 2-^^mrDtt>s s-[2-(iHv^>f;^DA* 
■y->*;i/^-;u7' y ) -4-^ hn7i-;i/] x^^ ; 

2, 2-^^;i/?-;*7*D£;*->iB? S- [4-^7/-2- (1— fV^>^ 

;u>'^D'\^-y->*;ix^x;u7'5 y ) 7i-;i/] x^^jb ; 

2, 2 -^^^;i/^^7*D^3t->K S - [4-7DD- 2 - ( 1 — CV^>^ 

;i/i/^D's^r-^>*;u^x;i/7'A y ) x^t^i- ; 

2, 2-i;^^;wrDt^>K s- [5-^00-2 - (i-fv^>f 

;i/i/^D'N^r-b->*;i/^x;i/7 , $ y ) 7 xx;b] xy^Jl/ ; 

2, 2-^w^-rDtt>Sl S- [4-7;w^-D-2- ( l--fyi> 

^■;i/S/^p^^r-th>*;b^x;uy ~ y ) 7irA] i^ril ; 

2, 2-^^f-ju^-^-rD^3r>^ s- [4, 5 -isyji>*n- 2- ( 1 -4 

V^.>5 L ;i/i>^D^^-9->^;i/^x;u7'5 y ) 7i_;i/] i^r^; 

2, 2-v^^l/^^7-D^^>ig? S- [5-7;i/*D-2- (l--fV^> 

?-;i^>£ d^^t-9->*;1'^^;ut y ) 71^] x;*^;i> ; 

[4, 5-^^dd-2- (I - j V^>3-)H/tra^*rV>*i)\,X-)i, 
T^y) 7xx;u] j;*;u7-f K; 

2-rh7kKD7U;MfA 2- ( 1 -4 ? p ^^^>^;i/^f 

—)\s7 I y ) 7 x -;b *?z>)l7 4Y; 

N- (2 -^;U*7"h 7xx;i/) - l -x.Z-Jli' 9 u^-y- K ; 
N- (2-^;i/*7*h7xx;i/) - i -7n Zfri/ta^y-^tum*? ? \t 

> 
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N- (2-^;i/*7*h7x-;i/) - 1 vy^)V f y^U^-^yti)l7f.ir^^ 

H ; 

i/^D^+it^^^^^^V^ S- [2- (l-f 1 ^>f;i'^D'si|rt> 

) 7i-)i/] x^^U; 

tt'zmmm. s- [2- (1 v^>^^^D^>*jn?r;b7^ y 

5-*;i/^^r^5 L ^^>^>IS S- [2- (l--f V^>f;i/i/^D'\+1t> 
ij;^'r.;i/7^) 7x-;i/] i^ril/; 

^tfBt^ S - [2- ( 1 --f yA>f;i/y^D^t>A;i/*--;i,7^) - 

Ka- [2- [1- (2-oi^;u^^;u) i^P^*1J-;/£;i/tf-;i,:p ~ y] 7 

N- (2-^Jl/*7|>7irj|/) -l- (2-a^3-)\,zr?-)\,) i/>?u^*i}yh 
)l7$*y 5 K ; 

2-^f;^rn S- [2- [1- (2-^)iy^;v) i/tra^ 

2-^Wt7'Dtt>i s- [2- ( 1 v^;u->^D-N^-y->*;i/ 

1 -7*f-)lW) i>y-4 -?*t>)\,X>& S- [2- [1- (2-i^;i/ 

^:*g£&? S- [2- [1- (2-xf-;u7?-;i/) i/?u^*r?>j])i7K-)l7 
5. J ] 7i'jl/] x*x;b ; 

2, 2-^><f-;Uf-*7 , D^>K S- [2- [1- (2-x^;u7^;u) 
^f^yf« S- [2- [1- (2-x.?-fr73-Jl) 
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2-t Yv*i/-2-M-)\,**7'o\l-*>Wi S- [2- [1- (2-x^;w 
4-^DD7i;*->f« S- [2- [l- (2-x^;i/y^;i/) *>?d 
4-^OD7x/=Jr'>^-3|-^K S- [2- (l--fVr^>^D^t>A 

l -r.-bf-;nr^ys;>-4-f-**;i/st?>M s - [2- (i-fv7f;w> 
fr&as»J:&attftS8lJfc8 8fB«©fl2£*, ^©7d K^y^b^t), 

1 9 . al^cXg 8 755 1 8 *©7d K 5 y ^{b^&K ^©E3S±I* 

o 

2 0. -teSC (I) T-^^n-5<b-&«D> f©7Dh'7-^{b^ JEOK^tt 
SU»SJfi» Xtt*©*»«e-U < tt$*KlDft0>C E T PtStiPRSIWOKJtt:* 

2 1 . -«&it ( i ) tasftsfti^ttk tern j eos'si±w 

22. -ftA (I) T*£ftSfb£1&. ^orDh^y^fb^ *©E3t±» 

2 3. -jfta (I) -CH^nSfli^tJ, ?®7DH7y^b^ fOEJJift 
«U§*«, Xtt*©*»»£U < tt*»lD«B&*#C»#r S c *£tr C E 
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2 5.-«« (i) T-^^ns^b^x ?©7Di«7^ft^ *<Dmm±&® 
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